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239. Correlation of Serum Lactic Dehydrogenase 
Activity with the Clinical Status of Patients with Cancer, 
Lymphomas, and the Leukemias 

H.R. BreRMAN, B. R. HILL, L. REINHARDT, and E. Emory. 


Cancer Research [Cancer Res. 17, 660-667, Aug., 1957. 
10 figs., 13 refs. 


The serum lactic dehydrogenase activity (LDH) in 
patients with malignant disease and in apparently 
healthy subjects was studied at the City of Hope Medical 
Center, Duarte, California. In 128 healthy subjects the 
LDH was between 0-06 and 0-11 optical unit. In 84 
out of 91 patients suffering from leukaemia the LDH 
was 0-115 or more; in the remaining 7 it was initially 
0-11 or less, but 6 of these were receiving active treat- 
ment. The level in 34 out of 50 patients with lympho- 
mata and 110 out of 156 with cancer was 0-115 or above; 
of the remaining 62 in these two groups, 20 were receiving 
active treatment. The authors state that in 7 leukaemic 
patients the LDH closely paralleled the clinical status. 

G. Calcutt 


240. Studies on Urinary Lipase. III. 
nostic Value of Urinary Lipase 
M. M. NotHMAN, J. H. Pratt, and A. D. CALLow. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.| 100, 221-227, Aug., 1957. 3 refs. 


In work previously reported from the New England 
Center Hospital and Tufts University Medical School, 
Boston, the authors demonstrated the presence of a fat- 
spitting enzyme of pancreatic origin in the urine of the 
dog and man. The urinary lipase content in 100 normal 
control subjects ranged from 0-1 to 0-75 unit (that is, 

-1I ml. of urine incubated with oil emulsion for 24 hours 
liberated fatty acids requiring 0-1 to 0-75 ml. of N/10 
sodium hydroxide solution to neutralize them) and was 
generally about the same as that found in the serum. In 
the present paper they report the estimation of the lipase 
content of more than 1,000 specimens of urine from 463 
patients in an attempt to assess its value in the diagnosis 
of pancreatic disease. 

For the most part the patients were picked at ran- 
dom, but also ineluded were a number selected because 
of evidence of pancreatic disease. In 75 patients the 
urinary lipase content was elevated. These included 5 
patients with acute and 12 with “ chronic relapsing ” 
pancreatitis. The serum and urinary diastase levels were 
also elevated in these cases, but the variations in these 
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levels on serial estimation did not always synchronize 
with those in the urinary lipase level. A raised urinary 
lipase content was also found in 28 cases of disease of 
organs adjacent to the pancreas, including cholecystitis, 
cholelithiasis, cirrhosis of the liver, metastasizing car- 
cinoma of various sites, and penetrating duodenal ulcer, 
in all of which the pancreas had become involved; in 5 
cases of diabetes mellitus, in.3 of which the urinary dia- 
stase content was also increased; and in 5 cases of severe 
renal insufficiency. In addition a number of individual 
cases with raised urinary lipase content are discussed in 
which there was a reasonable presumption of some pan- 
creatic involvement. In 15 cases of carcinoma of the 
pancreas itself, however, the urinary lipase values were 
normal, but in these the normal response to the stimula- 
tory effect of secretin was not obtained. 

It is concluded that the finding of a raised urinary 
lipase content, like that of a raised urinary diastase 
content, may be regarded as a reason for suspecting pan- 
creatic disease, with the exception of carcinoma. 


Harry Coke 


241. Use of Glucose Oxidase, Peroxidase, and o-Diani- 
sidine in Determination of Blood and Urinary Glucose 

A. St.G. HuGcett and D. A. Nixon. Lancet [Lancet] 
2, 368-370, Aug. 24, 1957. 6 figs., 8 refs. 


Tke use for the determination of glucose in plasma, 
blood, and urine of a reagent containing glucose oxidase 
and peroxidase together with o-dianisidine as oxygen 
acceptor has been investigated at St. Mary’s Hospital 
Medical School, London, and is regarded as suitable for 
that purpose. In the procedure described a protein-free 
filtrate is used for determinations on whole blood, though 
estimations may be made directly on plasma without 
deproteinization by the use of an appropriate blank. 
Urine needs to be pre-treated with charcoal before good 
recoveries can be obtained. After incubation with the 
reagent for one hour at 35° to 37° C. the brownish-orange 
colour which develops is compared with a series of stan- 
dards in an absorptiometer or specirophotometer. _ 

The reaction with pure glucose solutions was studied 


_ under varying conditions and the results are reported. 


Glucose added to whole blood or to pretreated urine was 
satisfactorily recovered, and in a single blood sample 
tested the result obtained by the new method showed good 
agreement with those given by the Somogyi colorimetric 
and iodimetric and the Hagedorn-—Jensen methods. 
[More extended comparisons of results with those of | 
existing methods are not reported.] C. L. Cope 


he 
ne 
i 
all 
n, 
of . 
he 
Ces 
CS, 
t 
iam 
26- 
ight | 
r de 
ana- 
65, 
jiams 
ience 
refs. 
ogen. | 
4. J) 
>dicine 
April, 

olution | 
ives of 
618- 

23 


74 


242. Cholinesterase in Normal and Abnormal Human 
Skeletal Muscle 

E. B. Beckett and G. H. Bourne. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.) 20, 191-197, Aug., 1957. 13 figs., 24 refs. 


The distribution of cholinesterase in normal and 
abnormal human skeletal muscle was investigated at the 
London Hospital, Gomori’s technique for staining 
cholinesterase in human muscle being used. Control 
specimens of muscle were obtained from a young adult 
one hour after death, from elderly patients within 12 
hours of sudden death, from an amputated leg, and from 
a patient who was undergoing a cup arthroplasty of the 
hip, the findings being compared with those in muscle 
biopsy specimens taken from the motor point, which 
had previously been located by electrical stimulation, 
in 33 patients .with muscular and neuromuscular 
disease, including muscular dystrophy, familial periodic 
paralysis, polyneuritis, polymyositis, and motor neurone 
disease. Whereas it was confirmed that most of the 
cholinesterase in human muscle is localized in the motor 
end-plates, it was also found that a considerable amount 
of the enzyme is present in the muscle fibre itself, and 
appears to be increased in diseases which produce atrophic 
necrosis of fibres. Large quantities of cholinesterase 
were also seen at musculotendinous junctions. A strik- 
ing degree of preservation of end-plate structure was noted 
in all the cases of muscular and neuromuscular disease 
studied, and in some, in which there was extreme 
atrophy of muscle fibres, the remnants were covered 
with cholinesterase-positive structures. Hence it seems 
that the cholinesterase-containing portions of the motor 
end-plates survive intact in myopathic disorders, and 
this appears to be true in a variety of disorders of the 
motor neurone. 

[Those who are interested in this subject are advised to 
consult the original paper for the full results and the 
details of the technique, to which adequate justice cannot 
be done in an abstract.] John N. Walton 


EXPERIMENTAL PATHOLOGY 


243. The Production. of Lung Tumours in Rats by 3:4- 
Benzpyrene, Méethylcholanthrene and the Condensate 
from Cigarette Smoke 

J. W. S. BLackiocx. British Journal of Cancer (Brit. J. 
Cancer] 11, 181-199, June, 1957. 24 figs., 15 refs. 


In experimental studies carried out at St. Bartholo- 
mew’s Hospital, London, carcinogens were introduced 
directly into the lungs of rats at thoracotomy. Benz- 
pyrene, in a dose of 3 mg. in olive oil, produced a 
- sarcoma in the lung substance in 5 out of 6 rats; benz- 
pyrene, 3 mg. together with 0-01 mg. of killed tubercle 
bacilli (given so as to cause a chronic inflammatory 
process) produced a sarcoma in 2 out of 4 rats, while 
5-75 mg. of benzpyrene in 5-75 mg. of cholesterol inserted 
in the form of pellets caused sarcoma in 4 and carcinoma 
in one out of 8 rats. Comparable experiments with 
methylcholanthrene gave very similar results. Tar 
obtained from cigarettes by means of a smoking machine 
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‘animals of Group B were dead before the 24th month, 


was next injected, the amount per rat being equal to the 
tar from 4 cigarettes; this produced no tumours in 10 
rats. However, the tar extracted from cigarette filters 
produced sarcoma in one and carcinoma in one out of 
8 rats. The methods are described in detail and the 
results discussed in relation to other similar work. 

G. Calcutt 


244. Experimental Production of Carcinoma with 
Cigarette Tar. III. Occurrence of Cancer after Pro- 
longed Latent Period following Application of Tar 

E. A. GRAHAM, A. B. CRONINGER, and E, L. WyNDEeR, 
Cancer [Cancer (Philad.)] 10, 431-435, May-June, 
1957. 8 figs., 6 refs. 


Experiments are described in which 74 mice of the 
CAF; strain were painted on the back with tobacco tar 
(55 mg. in acetone) 3 times a week for 12 months. At 
the end of this period 12 papillomata had appeared 
among the 67 survivors, which were then divided into two 
equal groups, each including 6 tumour-bearing animals. 
Group A received no further treatment, while Group B 
were painted as before. By the 27th month a total of 
19 papillomata (of which 7 had regressed) and 8 squa- 
mous carcinomata had appeared in Group A. All the 


by which time 24 papillomata (of which 6 had regressed) 
and 14 squamous carcinomata had appeared. The 8 
malignant tumours in Group A all arose, between the 4th 
and 11th months after the cessation of painting, in pre- 
existent papillomata; the 14 in Group B arose rather 
sooner, and 3 of them at sites where no papilloma had 
been noted. M. H. Salaman 


245. Failure of ‘‘ Autoimmune ”’’ Antibody to React 
with Antigen Prepared from the Individual’s Own Tissues 
I. R. Mackay, L. LARKIN, and F. M. Burnet. Lancet 
[Lancet] 2, 122-123, July 20, 1957. 4 refs. 


The serum of patients with certain chronic diseases 
exhibits complement fixation in a high titre with a wide 
variety of human tissue antigens. At the Walter and 
Eliza Hall Institute, Melbourne, the opportunity was 
provided by the performance of therapeutic splenectomy 
on 2 such patients, one with macroglobulinaemia and 
one with disseminated lupus erythematosus and cirrhosis 
of the liver, of testing their serum against antigens pre- 
pared from biopsy specimens of their own liver, spleen, 
and striated muscle. Similar antigens were freshly ob- 
tained at necropsy from 2 patients dying of unrelated 
diseases. A third highly “ reactive ’ serum from a case 
of lupoid hepatitis was included in the experiments. 

Performance of the complement-fixation test of Gaj- 
dusek (Nature (Lond.), 1957, 179, 666; Abstr. Wid Med., 
1957, 22, 245) showed unequivocally that in each case the 
patient’s serum failed to react with emulsions of his own 
organs, while at the same time reacting to a high titre with 
the emulsions from the other patient and with emulsions 
of the necropsy tissue preparations. In a preliminary 
hypothetical discussion of the implications of these 
findings the suggestion is put forward that the homolo- 
gous reacting antibody may be absorbed from the plasma 
by the spleen, leaving the heterologous reactivity circu- 
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: lating. This is recognized as being at variance with 
) normal immunological behaviour. The necessary modi- 
$ fications of the immune response are discussed further 
f within the framework of the Burnet-Fenner theory 
e antibody production. ' 
{In view of present-day interest in antibody reactions 
with organ tissue antigens the importance of this pre- 
liminary communication lies primarily in the facts demon- 
h strated. The satisfactory explanation of these facts is 
- a far greater and as yet unsolved problem.] 
Harry Coke 
HAEMATOLOGY _ 
1e 246. A Serum Factor in Lupus Erythematosus with 
ar Affinity for Tissue Nuclei 
\t E. J. HotBporow, D. M. Weir, and G. D. JOHNSON. 
ed British Medical Journal [Brit. med. J.| 2, 732-734, Sept. 
vO 28. 1957. 6 figs., 7 refs. 
Is. An investigation carried out at the Canadian Red Cross 
B Memorial Hospital, Taplow, Bucks., showed that serum 
of giving a positive reaction to the L.E. test contained a 
ma: globulin factor with affinity for tissue nuclei. Tissue 
he and cell preparations were treated with anti-human- 
th, globulin serum conjugated with fluorescein isocyanate 
-d) and examined microscopically under ultraviolet light. 
8 FE scctions of tissue when pre-treated with L.E.-positive 
th serum showed apple-green fluorescence where the con- 
re J juzate had reacted with fixed globulin derived from the 
her L.E.-positive serum. The L.E.-positive serum was 
iad obtained from 2 patients with systemic lupus erythema- 
. tosus and one with severe and ultimately fatal rheumatoid 
arthritis. Fluorescence of cell nuclei following the 
act treatment was observed in sections of skin, myocardium, 
ues kidney, thyroid, and spleen. This was not seen, however, 
cet when normal serum was used for treating the sections. 
Similar results were obtained when smears of leucocytes 
ases | Were examined in the same way. E. G. Rees 
be 247. Affinity between the Lupus Erythematosus Serum 
was @ Factor and Cell Nuclei and Nucleoprotein 
omy H. R. Hotman and H. G. KunKEL. Science [Science] 
and 126, 162-163, July 26, 1957. 1 fig., 3 refs. 
10SiS This report from the Rockefeller Institute for Medical 
pre- Research, New York, presents evidence suggesting that 
een, @ the lupus erythematosus (L.E.) factor combines directly 
ob- @ with cell nuclei and nucleoprotein. In these studies 
ated @ nuclei from calf thymocytes, rabbit polymorphonuclear 
casé @ leucocytes, and human monocytes were incubated for 
30 minutes at 18° to 38° C. with samples of highly positive 
Gaj- § L.E. serum. After removal of the nuclei by centrifuga- 
Med., @ tion the sera were found to have lost the ability to induce 
e the @ 1.F.-cell formation. That the factor adheres to the 
own @ nuclei was shown by the fact that nuclei which had been 
-with @ removed from L.E. serum and washed in saline until 
sions § free of protein were still capable, when incubated with 
inary @ fresh human leucocytes, of being phagocytosed to form 
these @ typical L.E. cells. Nuclei exposed to normal serum were 
= 4 not phagocytosed. The L.E. factor absorbed into the 
asma 


nuclei could be partially eluted by incubating the nuclei 
in isotonic saline at 45° to 65° C. 
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75 
Similar experiments were conducted with isolated 
nuclear nucleoprotein. Removal of deoxyribonucleic 
acid (DNA) with deoxyribonuclease destroyed these 
properties, but treatment with ribonuclease did not im- 
pair absorptive capacity. Pre-treatment of nuclei with 
protamine or with “‘ atabrine”’ (mepacrine) interfered 
with their ability to absorb the L.E. factor. Studies by 
the fluorescent antibody technique showed localization 
of y globulin—presumably L.E. factor—on the affected 
nuclei in L.E. preparations. The possibility of the L.E. 
factor being an auto-antibody to nucleoprotein or 
deoxyribonucleic acid is considered. E. G. Rees 


248. A Comparative Evaluation of the Sensitivity of 
the L.E. Cell Test Performed Simultaneously by Different — 
Methods 

E. L. Dusots and V.. FREEMAN. Blood [Blood] 12, 657- 


‘670, July, 1957. 7 figs., 19 refs. 


For a comparative investigation of the merits of the 
various methods of performing the L.E. test the authors, 
at the University of Southern California and the County 
General Hospital, Los Angeles, carried out simulta- 
neously a battery of these tests on peripheral blood from 
one venepuncture; at the same time they studied the 
effects of anticoagulants, coagulation, and leucocyte 
trauma on the L.E. phenomenon. A modification of the 
rotary glass bead technique of Zinkham and Conley was 
found to be the most sensitive, the sieved clot method 
and the ring technique of Snapper and Nathan being 
somewhat less sensitive. Heparin in concentrations 
greater than the minimum necessary to prevent coagula- 


_ tion exerted an inhibitory effect on the L.E. phenomenon. 


E. G. Rees. 


249. Studies on the Fibrinogen Polymerization Test 

S. Losner, B. W. Votk, and R. E. Fremont. American 
Journal of Clinical Pathology {Amer. J. clin. Path.) 27, 
609-618, June, 1957. 4 figs., 19 refs. 


In previous studies the authors have shown that heparin 
inhibits the transition of plasma fibrinogen to fibrin, 
this action being quite apart from the recognized anti- 
coagulant effect of heparin, and they suggested that 
there was an interference with polymerization of fibrino- 
gen. By using appropriate amounts of heparin and 
blood the authors further showed (Amer. J. med. Sci., 
1955, 229, 371; Abstr. Wid Med., 1955, 18, 347) that 
polymerization of fibrinogen is accelerated in patients 
with acute rheumatic fever and rheumatoid arthritis. 
In this “ fibrinogen polymerization test ” centrifuge tubes 
are prepared containing 8 yg. of heparin in 0-2 ml. 
saline, to which is added 3 ml. of blood; the tube is then 
immediately placed in a water-bath at 37°C. After 
exactly 2 hours the coagulum is loosened and 0-3 ml. of 
0-1 M sodium citrate is added to the tube for determina- 
tion of fibrinogen by the clot density method. If~ 


fibrinogen is still present in the supernatant fluid the 
result is regarded as negative; if fibrinogen is absent 
its disappearance is attributed to accelerated polymeriza- 
tion and the test is recorded as positive, while if a very 
small amount of fibrinogen remains the result is recorded 
as doubtful. 


76 PATHOLOGY 


Serial tests over 4 to 6 weeks were carried out at the 
Albert Einstein College of Medicine, New York, on 
patients with acute rheumatism with carditis, active 
rheumatoid arthritis, idiopathic myocarditis and peri- 
carditis, or acute glomerulonephritis, as well as on 8 
children with chorea minor. Single tests were also per- 
formed on patients with a variety of diseases, including 
disseminated lupus erythematosus, periarteritis nodosa, 
and malignant neoplasms. Blood from 80 normal per- 
sons was similarly tested asacontrol. The results showed 
that the test was positive in acute rheumatism, with or 
without carditis, in active rheumatoid arthritis, in 
chorea, idiopathic myocarditis and pericarditis, and in 
the early stages of glomerulonephritis. A positive result 
of the test is not suppressed during treatment with 
cortisone or other steroids, whereas other “* acute-phase 
reactants ” like the erythrocyte sedimentation rate, the 
C-reactive protein test, and the antistreptolysin-O titre 
are so suppressed. The fibrinogen polymerization test 
may therefore be of value in following the activity of 
rheumatic diseases and may give useful indication of the 
best time to discontinue steroid therapy. 

M. C. G. Israéls 


250. Fixation of Thermolabile Serum Globulin (Com- 


plement) to Sensitized Red Blood Cells Demonstrated by 
Coombs’ Test 

J. ANDERSEN. Danish Medical Bulletin [Dan. med. Bull.) 
4, 137-141, Aug., 1957. 22 refs. 


MORBID ANATOMY AND CYTOLOGY 


251. Histological Study of Muscle in Dermatomyositis 
and Related Syndromes. (Etude histologique du muscle 
dans les dermatomyosites et les syndromes voisins) 

P. Le Coutant and L. Texter. Annales de dermatologie 
et de syphiligraphie [Ann. Derm. Syph. (Paris)| 84, 
377-395, July-Aug., 1957. 10 figs. 


In the opinion of the authors the histological changes 
occurring in muscle in dermatomyositis and the collagen 
diseases have not been studied in sufficient detail. Asa 
result of studies carried out at the Hépital Saint-André, 
Bordeaux, they now report the following findings. In 
dermatomyositis the initial change is oedema both of 
the muscle fibres and of the interstitial tissue. In the 
muscle parenchyma a number of different changes may 
occur side by side, or may be present in one area and 
absent in a neighbouring one. These changes consist in 
loss of transverse striations, granular degeneration of 
whole fibres or parts of fibres, and the appearance of 
waxy amorphous masses; vacuoles may be seen in some 
of the fibres, and the cell nuclei increase in numbers with- 
out the occurrence of mitotic figures. The interstitial 
changes are equally varied; here there may be infiltration 
of histiocytes and lymphocytes, and plasma cells and 
eosinophils are sometimes also present; the amount of 
fibrosis is variable. The vessels show no major altera- 
tions. 

In early lesions the changes are found only in the 
parenchyma, but in later lesions they are interstitial as 
well as parenchymatous, and sheets of lymphorrhage 


are present. In scleroderma the principal changes are 
interstitial, with dense infiltrates of lymphocytes and 
histiocytes followed by fibrosis of the collagen. In acute 
disseminated lupus erythematosus the oedema is rela- 
tively mild, the blood vessels are dilated, their walls are 
slightly thickened, and the lymphocytic infiltration is 
perivascular. In polyarteritis nodosa the vessels show 
thickened, infiltrated walls, sometimes accompanied by 
endarteritis and thrombosis and fibrinoid degeneration 
of the collagen. In this condition the changes in the 
muscle fibres are only slight. E. Lipman Cohen 


252. The Histogenesis of Myxedema 

J. L. GABRiLove and A. W. Lupwic. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.) 17, 
925-932, Aug., 1957. 1 fig., 13 refs. 


The histopathology of the skin in myxoedema was 
studied in 6 patients with the primary form of the disease 
and 6 with secondary myxoedema due to hypopituitarism 
at Mount Sinai Hospital, New York. Biopsy specimens 
were obtained each week from the same area of skin 
over the lateral aspect of the thigh by means of an 
electrically-driven biopsy punch, specimens from 7 
healthy subjects being examined for control purposes. 
Extracellular metachromatic material stained with tolui- 
dine blue was found in the connective tissue of the papil- 
lary layer of the dermis in all cases of myxoedema, but 
no difference was found histologically between the 
primary and secondary forms of the disease. Colloidal 
iron was demonstrated by means of Rinehart’s modifica- 
tion of Hale’s stain in the same areas. Administration 
of thyroid in a dosage of at least 120 mg. daily resulted ina 
reduction in this metachromatic material in one to 3 
weeks, with complete disappearance in 6 to 8 weeks, 
When treatment was discontinued there was a progressive 
re-accumulation of this material, preceding clinical 
myxoedema by several weeks. These extracellular 
deposits are thought to consist of a combination of pro- 
tein with the mucopolysaccharides hyaluronic acid and 
chondroitin sulphuric acid. The nature of the staining 
reaction is discussed and theories relating to production 
of the extracellular material are reviewed. 

Marcel Malden 


253. Pulmonary Corpora Amylacea 
L. MICHAELS and C. Levene. Journal of Pathology and 


Bacteriology [J. Path. Bact.] 74, 49-56, 1957. 18 figs., 
14 refs. 

Laminated bodies or corpora amylacea in the alveoli 
of the lungs were first described by Friedreich in 1856 
but little is yet known regarding their significance or 
mode of origin. At the Universities of Durham and 
Manchester histological examination of lung sections 
removed from 1,070 subjects post mortem showed 3-8% 
to contain corpora amylacea. These concentrically 
laminated, birefringent bodies were usually found lying 
in the alveoli, although their presence in the bronchi or 
bronchioles accounted for their occasional appearance 
in the sputum. While not associated with concomitant 
lung disease, they occurred more frequently in older 
subjects, being commonest in those over the age of 60. 
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Investigation of their structure by histological and 
histochemical techniques, as well as by electron micro- 
scopy, indicated that they were of protein nature. It is 
suggested that alveolar phagocytes may be concerned in 
their production and that fibrils of a collagen-like 
material may also be included. The bodies from a case 
of the very rare disease microlithiasis alveolaris pul- 
monum were examined and the findings compared with 
those above. While the two types of body are con- 
sidered to be of a similar nature, calcium was always 
present in the microlithiasis bodies but not in corpora 
amylacea, and the former lost their birefringence on 
decalcification. The authors suggest that the finding of 
microlithiasis bodies in sputum may be useful in the 
ditferential diagnosis of this disease from such conditions 
as Boeck’s sarcoidosis, silicosis, or miliary tuberculosis, 
al. of which present similar radiological appearances. 

G. J. Cunningham 


254. Pulmonary Hyaline Membranes Studied with the 
Electron Microscope 

V. L. VAN BREEMEN, H. B. NeusTEIN, and P. D. BRuNs. 
American Journal of Pathology {|Amer. J. Path.) 33, 769- 
789, July—Aug., 1957. 11 figs., 12 refs. 

Electron microscopical investigations were carried out 
at the University of Colorado Medical Center, Denver, 
on lung tissue from 37 premature infants who died in the 
neonatal period and from 10 young adult guinea-pigs in 
which pulmonary hyaline membranes had been pro- 
duced experimentally and 5 normal control animals. 


It was found that, contrary to the statements of Gilmer 


and Hand (A.M.A. Arch. Path., 1955, 59, 207; Abstr. 
Wid Med., 1955, 18, 183) hyaline membrang was always 
situated within the air spaces on the surface of the epi- 
thelial lining of the alveoli and alveolar ducts. This was 
the case both with hyaline membranes found in prema- 
ture infants and with those experimentally produced in 
guinea-pigs. The structure of the hyaline membrane 
resembled that of clotted plasma, and the same periodicity 
was seen as in fibrin. Rupture of capillary—alveolar 
walls was seen occasionally, and erosion of the epithelial 
lining of the alveoli and alveolar ducts more often. 
H. S. Baar 


255. The Cellular Changes in Myocardial Infarction 

H. J. BARRE and P. G. Ursack. Canadian Medical 
Association Journal (Canad. med. Ass. J.] 77, 100-106, 
July 15, 1957. 7 figs., 3 refs. 

The study herein reported from the University of 
Toronto of the cellular changes in myocardial infarction 
is based on observations extending over many years and 
particularly on the findings at necropsy in 31 cases in 
which the interval between infarction and death was 
known with some certainty. The authors state that the 
histological changes seen in miliary infarcts are similar to 
those in larger infarcts. In the latter, besides the central 
area in which all components are necrotic, there is a 
peripheral band in which the stroma survives, and in this 
band the dead muscle is rapidly absorbed, the process 
being complete about the tenth day. There is no new 
growth of fibrous or vascular tissue to form a scar. This 
Peripheral band of early absorption is very narrow or 


may even be absent on the subendocardial side of the 
infarct where the circulation is poor. The presence of 
this spared band probably decreases the incidence of 
endocardial thrombosis. The central portion of the 
infarct is absorbed more slowly by macrophages, and its 
endomysial framework is re-colonized by fibroblasts and 
endothelial cells. New fibrous-tissue formation does 
not occur. This explains how thin the wall of the left 
ventricle may become. It would seem possible, however, 
that haemorrhage into the border of an infarct might 
clot and become organized into fibrous tissue as it does 
elsewhere. 

In general, repair is such a smooth process that the 
clinical assessment of cardiac function is of much greater 
importance in determining the optimum period of rest 
than are the histological changes. A. W. H. Foxell 


256. Studies on Familial Nephrosis. II. Glomerular 
Changes Observed with the Electron Microscope 

M. G. FarquHar, R. L. VERNIER, and R. A. Goon. 
American Journal of Pathology [Amer. J. Path.) 33, 791- 
817, July-Aug., 1957. 14 figs., 44 refs. 


The electron microscopic appearances in kidney tissue 
obtained by biopsy from 4 children from a single family 
with various manifestations of the nephrotic syndrome 
are described and compared with those in the normal 
kidney and in cases of non-familial nephrosis, glomeru- 
lonephritis, and lupus erythematosus. Although the 
pathological diagnoses based on light microscopy ranged 
from normal kidney to chronic glomerulonephritis, elec- 
tron microscopy showed some common and constant 
changes in all 4 cases of familial nephrosis. These were 
mainly found in the epithelial component of the glomeru- 
lar tuft and consisted in a decrease in number, or complete 
absence, of the foot processes on the luminal aspect of 
the epithelial cells and their replacement by broad masses 
of epithelial cytoplasm. Vacuoles and vesicles were 
more frequent than in the normal glomerular epithelium, 
and cytoplasmatic elements appeared to be present in 
greater amount. Less constant were the changes in the 
basement membranes and in the endothelium. The 
former were sometimes thickened and often had a 
‘** moth-eaten ” appearance instead of the normal homo- 
geneous charactet. The endothelial cells were sometimes 
increased in number and often showed an irregularity of 
the luminal cytoplasmatic border due to the presence of 
numerous tiny cytoplasmic processes. The cells of the 
proximal convoluted tubules often showed absence of 
the brush border and a variable number of large granules 
which were probably identical with the hyaline droplets. 
The changes were identical with those found in non- 
familial nephrosis, but different from those found in 
glomerulonephritis and in lupus erythematosus. The 
degree of electron microscopic change showed good 
correlation with the clinical findings, but not with the 
appearances on light microscopy. The significance of the 
electron microscopic findings for the understanding of 
the mechanism of glomerular filtration is discussed, and 
the interesting suggestion is made that the increased 
electron density of the foot processes and corresponding 
cytoplasmic masses may be due to a concentration in 
them of metal-containing enzymes. H. S. Baar 
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Microbiology and Parasitology 


257. Neuropathogenicity of Group A Coxsackie Viruses 
G. Datiporr. Journal of Experimental Medicine [J. 
exp. Med.] 106, 69-76, July 1, 1957. 2 figs., 9 refs. 


In a study of the neuropathogenicity of Coxsackie 
virus the author, working at the research laboratories of 
the New York State Department of Health, Albany, 
adapted a strain of Coxsackie virus Group A, Type 14, 
to adult mice. The original material was a suspension 
of leg tissue from infected suckling mice, and successive 
passages were made in adult mice with suspensions of 
infected cord and brain. The virus, in its 5th adult 
mouse passage, wa’ found to have retained a high viru- 
lence for newborn mice; at this age muscle lesions 
alone were found. The virus had a considerable, though 
lesser, virulence for older mice, in which the response 
took the form of a flaccid paralysis associated with 
histological changes in the central nervous system. The 
10- to 14-day-old mice exhibited both types of lesion in 
some degree. The Changes in the spinal cord were 
usually diffusely distributed, although focal lesions 
occurred which could be correlated with the site of 
paralysis. Perivascular and interstitial accumulations 
of lymphocytes and glial cells were observed, and also 
degeneration and necrosis of neurones in the anterior and 
lateral horns. The reaction was commonly distributed 
irregularly in the medulla and pons. Cerebral lesions 
consisted in small scattered foci of perivascular infiltration 
with inconspicuous interstitial reaction. 

Three monkeys inoculated intracerebrally and intra- 
muscularly with the virus after the Sth adult mouse 
passage became febrile in 3 to 5 days, but paralysis was 
not observed. The histological appearances in these 
animals, killed after 6 days, are described by the author 
as those of “* frank poliomyelitis’. The mice could be 
protected by Group-A Type-14 antiserum, but not by 
antisera to the 3 types of poliomyelitis virus, mouse 
encephalomyelitis, or encephalomyocarditis. 

The author shows that ability to destroy striated muscle 
and nervous tissue are antigenically identical, and points 
out that the neuropathological findings in the infected 
animals may provide useful information regarding 
human infections due to Coxsackie viruses. 

Joyce Wright 


258. The Serological Diagnosis of Amebiasis by Means 
of the Precipitin Test 

J.C. MOAN. American Journal of Tropical Medicine and 
Hygiene [Amer. J. trop. Med. Hyg.| 6, 499-513, May, 
1957. 1 fig., 7 refs. 


Many efforts have been made to perfect a serological 
test for amoebiasis, especially a complement-fixation 
test, but the results have proved disappointing. The 
precipitin test here described promises to be more 
helpful to the clinician in determining the need for 
treatment, irrespective of whether amoebae have been, or 
may subsequently be, found in the faeces. 


The antigen is prepared from a culture of Entamoeba 
histolytica (N.1.H. Strain 103) grown with suitable bac- 
terial flora. The process [for details of which the original 
paper should be consulted] is exacting and lengthy, but 
the product is claimed to be stable and durable. For 
performance of the test, serum cleared by centrifugation 
is mixed on a ringed slide with the antigen, agitated, and 
examined microscopically after 4 minutes for precipita- 
tion. The reaction is frequently negative in early cases 
of acute dysentery and also (“‘ desirably ””) in about 50°% 
of asymptomatic carriers. But the claim is made that 
it is positive in from 85 to 100°%% of cases of amoebiasis 
with tissue invasion and in all cases of hepatitis. 

Clement C. Chesterman 


259. Agglutination of Bacteria by Hemoglobin. [In 
English] 

K. E. THULIN. Acta rheumatologica Scandinavica [Acta 
rheum. scand.} 3, 154-163, 1957. 1 fig., 9 refs. 


This communication from the University of Lund, 
Sweden, describes an agglutination reaction between 
preparations obtained from Gram-positive bacteria and 
haemoglobin solutions. The method was as follows. 
A stock 2% haemoglobin solution in 0-85°% sodium 
chloride was diluted with saline, the bacterial antigen 
added, and the mixture then incubated in a water-bath 
at 52°C. for 2 hours, kept overnight at 4°C., and 
the degree of agglutination assessed in five grades. The 
bacterial antigens were suspensions of living Group-A 
B-haemolytic streptococci (Dawson and Kalbak’s 
method), and suspensions of these organisms after 
heating in an autoclave at 120° C. for 2 hours. 

It was found that similar reactions were given with 
haemoglobin solutions obtained from sheep, horse, 
rabbit, guinea-pig, and human erythrocytes of all four 
blood groups. No agglutination was seen with Gram- 
negative bacteria (Salmonella) or with Klebsiella. Sta- 
phylococcal and pneumococcal antigens showed the 
agglutination, but to a lesser titre. There was no agglu- 
tination if the mixture was kept at 37° C. for 2 hours and 
allowed to stand at 4° C. for 16 hours. A similar agglu- 
tination was produced by globin prepared from human 
haemoglobin commercially. Absorption with Gram- 
positive cocci removed the agglutinating factor, but this 
did not occur with coliform antigens. 

The bacterial fraction concerned seemed to be nucleo- 
protein (Lancefield’s Substance P) obtained by alkaline 
abstraction. Globin gave a strong precipitate with this 
substance, but haemoglobin gave no reaction. Strepto- 
cocci of Groups C and G also showed this reaction. 
Slightly differing results were obtained if the globin was 
modified with alkali. It is considered that Lancefield’s 
P-substance nucleoprotein and globin are basically con- 
cerned with this reaction, and that this could be used 
for the study of different globin fractions and of inhibi- 
tory serum factors. E. G. L. Bywaters 
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Pharmacology 


260. Sodium and Potassium Dehydrocholate as Diuretic 
Agents 

A. Voct and M. Kaizer. Angiology [Angiology] 8, 
145-155, April, 1957. 2 figs., 20 refs. 


The diuretic effects of sodium and potassium dehydro- 
cholate alone and in combination with other diuretics 
were studied at the Metropolitan Hospital and New York 
Medical College, New York, in 19 oedematous patients 
suffering from congestive heart failure or cirrhosis of the 
liver. 

When 2 g. of sodium dehydrocholate was administered 
intravenously in 10 ml. of water one hour after intra- 
muscular administration of meralluride (“‘ mercuhydrin ”’) 
a significant potentiation of the mercurial diuretic was 
observed in 11 of the 19 patients; only in 2 was there no 
synergistic effect. Although 2 g. of sodium dehydro- 
cholate contains 120 mg. of sodium, the potassium salt 
gave no better results. No synergism was observed be- 
tween these bile salts and oral acetazolamide (“‘diamox”’). 

Kenneth Gurling 


261. The Increasing Problem of Drug Reactions. 


[Review article] 

A. R. Birt. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 77, 709-715, Oct. 1, 1957. 12 figs., 
7 refs. 


262. Mecamylamine and Its Mode of Action 
G. BENNETT, C. TYLER, and E. Zamis. Lancet [Lancet] 
2, 218-222, Aug. 3, 1957. 7 figs., 11 refs. 


It has been claimed that the mode of action of meca- 
mylamine (3-methylaminoisocamphane hydrochloride), 
a ganglion-blocking agent, is not qualitatively different 
from that of hexamethonium or pentolinium, and the 
present authors, in this paper from the Royal Free 
Hospital School of Medicine, London, describe experi- 
ments designed to test the validity of this claim. It was 
found that under the influence of a dose of hexa- 
methonium causing only partial paralysis the contrac- 
tions of the nictitating membrane produced by pre-gan- 
glionic stimulation of the cervical sympathetic could not 
be maintained, but that under the influence of a dose of 
mecamylamine causing a similar degree of paralysis the 
contractions were perfectly maintained. Single supra- 
maximal stimuli were applied to the sciatic nerve of the 
cat every 10 seconds, and the resultant contractions of 
the tibialis anterior muscle were recorded. These single 
shocks were interspersed with tetanic.shocks every 10 
minutes. Under the influence of curare the resultant 
_ tetanus could not be maintained, but the reduced height 
of the single contractions remained constant throughout 
the experiments. In the presence of mecamylamine the 
tetanus was well maintained, but the peak tensions were 


reduced progressively by each tetanus. Mecamylamine 
was also shown to potentiate the action of curare, and 
to be capable of converting the action of depolarizing 
neuromuscular blocking agents into a competitive type 
of blockade, which could be antagonized with neostig- 
It is concluded from these results that mecamylamine 
probably produces some alteration in the physiological 
state of the cell membrane, thus modifying the response 
of the chemoreceptors to acetylcholine, to acetylcholine- 
like substances, or to substances competing with acetyl- 
choline. In the isolated heart of the cat mecamylamine 
was also shown to reduce the rate and the force of the 
beat. It also slowly reduced the responses of the heart 
to acetylcholine, but not to adrenaline. Thecontractions - 
of the isolated intestine of the rabbit were also diminished 
by mecamylamine, and neither this effect nor that on the 
heart was prevented by atropine. P. A. Nasmyth 


263. The Action of 2-Amino-6-methyl-6-heptanol on 
the Pressure in the Right Heart in Man Studied by 
Cardiac Catheterization. (Action de l’amino-2-méthyl- 
6-heptanol-6 sur la pression des cavités chez l’-homme. 
Etude par le cathétérisme intracardiaque) 

—. LANGERON, —. GIARD, and —. RouTieR. Presse 
médicale [Presse méd.] 65, 1287-1288, July 10, 1957. 
4 figs., 10 refs. 


Further to their previous report (Presse méd., 1956, 64, 
1371; Abstr. Wild Med., 1957, 21, 27) on the value of 
“heptaminol” (2-amino-6-methyl-6-heptanol hydro- 
chloride) in chronic cardiac insufficiency the authors now 
describe further studies on 12 subjects suffering from 
emphysema and pulmonary fibrosis with signs of cardiac 
insufficiency. 

By means of cardiac catheterization the pressure in 
the right side of the heart, the pulmonary artery, or the 
pulmonary bed was measured, and 10 ml. of heptaminol 
[of unspecified strength] was injected into the site occu- 
pied by the tip of the catheter, changes of pressure and 
electrocardiograms being recorded simultaneously. In 
most cases there was a fall of 20 to 40% in the systolic 
pressure which lasted for 15 minutes; the diastolic 
pressure was unaffected. The mode of action of hept- 
aminol appeared to be by causing vasodilatation of the 
pulmonary bed, and in two-thirds of the subjects flushing 
occurred. All subjects complained of vertigo which, 
however, lasted only a few minutes. No constant effect 
was noted on the heart, and the extrasystoles recorded 
appeared to be due to the catheter itself. The authors 
suggest that the injection of heptaminol has a place in 
therapy, particularly in the treatment of cardiac-asthma 
due to right ventricular insufficiency. 

W. H. Horner Andrews 
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264. The Effects of Vancomycin, Oleandomycin, and 
Novobiocin on Staphylococci in vitro 

L. A. RAntz, E. RANDALL, L. THuM, and L. F. BARKER. 
Antibiotics and Chemotherapy [Antibiot. and Chemother.] 
7, 399-409, Aug., 1957. 18 refs. 


At Stanford University School of Medicine, San 
Francisco, the authors have investigated in vitro the 
minimum inhibitory concentration (M.I.C.) and the 
minimum bactericidal concentration (M.B.C.) of three 
new antibiotics, vancomycin, novobiocin, and oleando- 
mycin. The drugs were tested singly and also in com- 
bination with penicillin or tetracycline against 41 strains 
of Staphylococcus aureus, each of which had been isolated 
in 1956 from a different patient. 

Vancomycin inhibited all 41 strains at a concentration 
of 5-0 wg. per ml. and 7 strains at 2-5 zg. per ml. The 
M.B.C. was usually the same as the M.I.C. Resistance 
did not develop in vitro. Novobiocin inhibited 32 strains 
at 1-0 ug. per ml., but 7 strains required a concentration 
of 5-0 ug. per ml. and 2 strains 10g. per ml. Again the 
M.B.C. was usually the same as the M.I.C. However, in 
this case high-level resistance was readily produced in 
vitro. Oleandomycin inhibited growth of 33 strains at 
2:5 wg. per ml. and 2 at 5-0 yg. per ml., but 5 required 
50 vg. per ml. and one a concentration of more than 100 
pug. per ml. Cross-resistance between oleandomycin and 
erythromycin was demonstrated frequently among 
naturally occurring strains resistant to the latter drug. 
Resistance to these drugs was readily produced in vitro 
and the strains then showed completé resistance to both 
drugs. 

In a few instances there was potentiation of the action 
of oleandomycin, and also of that of novobiocin, by 
penicillin when staphylococcal strains resistant to both 
antibiotics were tested. Combinations of oleandomycin 
and tetracycline did not produce clearly significant poten- 
tiation in tests with strains resistant to both drugs. The 
authors discuss the problems relating to the clinical use 
of those new antibiotics, either singly or in combination 
with other drugs. Joyce Wright 


265. The Effects of Oleandomycin, Erythromycin, Car- 
bomycin, and Penicillin G on Leptospira icterohaemor- 
rhagiae in vitro and in Experimental Animals 

A. R. Cook and P. E. THompson. Antibiotics and 
Chemotherapy [Antibiot. and Chemother.| 7, 425-434, 
Aug., 1957. 14 refs. 


The authors have investigated the activity in vitro and 
in vivo of oleandomycin, carbomycin, erythromycin, and 
sodium benzylpenicillin against 2 strains of Leptospira 
icterohaemorrhagiae. 

In vitro oleandomycin, erythromycin, and benzyl- 
penicillin were not consistently lethal to all organisms at 
concentrations up to 100 zg. per ml., but each was irregu- 
larly lethal at 10 ug. per ml. Carbomycin was lethal at 


Chemotherapy 
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a concentration of 10 zg. per ml. All four drugs caused 
50% inhibition of growth in concentrations as low as 
0-01 xg. per ml. The experiments in vivo were planned 
to evaluate the efficacy of the drugs in protecting ham- 
sters against death from acute leptospirosis and in 
eradicating residual renal infection. An intraperitoneal 
inoculation of 5,000,000 organisms (100 times the 
minimum lethal number) caused death of 95-6% of un- 
treated animals in an average time of 7-2 days, and this 
was used as the infecting dose. The assessment of cure 
was based upon inability to demonstrate residual in- 
fections in the kidneys by either dark-field examination or 
culture. 

Oleandomycin showed both protective and curative 
effects when given in moderate oral or parenteral dosage 
18 hours after infection and oral treatment was effective 
even when begun 90 hours after infection. Thus a dosage 
of 250 mg. per kg. per day cured 50% of the animals 
and 7-8 mg. per kg. per day was sufficient to protect 
more than half of them. The drug had only moderate 
activity when oral treatment was started 115 hours after 
infection. Erythromycin showed good protective action 
when given orally or parenterally, oral doses of 1,000 
mg. per kg. per day started 18 or 90 hours after infection 
being curative; but as with oleandomycin, much larger 
doses were required for cure than for significant protec- 
tion. Carbomycin given subcutaneously had a thera- 
peutic effect similar to that of oleandomycin or erythro- 
mycin, but in oral treatment it was less promising than 
either of these drugs. In delayed treatment its curative 
effect was definitely inferior. Sodium benzylpenicillin 
had a good protective effect but only slight curative 
effect when given subcutaneously; it was almost totally 
ineffective when given orally. 

An important difficulty in this study was the variable 
and unexplained toxicity of the drugs for hamsters. 
Thus oral or parenteral penicillin was highly toxic 
throughout the investigation, while oleandomycin and 
erythromycin were well tolerated at first, but later very 
poorly. ‘ Joyce Wright 


266. Concentration of Penicillin in Serum Before and 
After Oral Administration of Probenecid and p-(Diethyl- 
sulfamyl) Benzoic Acid (Wy-1244) 

W. M. Easson, W. J. MarTIN, D. R. NicHo.s, and F. R. 
HEILMAN. Proceedings of the Staff Meetings of the Mayo 
Clinic [Proc. Mayo Clin.| 32, 335-339, June 26, 1957. 
5 refs. 


At the Mayo Clinic the effects on the serum penicillin 
level of probenecid and its less irritating analogue p- 
(diethylsulphamy]l)-benzoic acid (“* Wy-1244”’), both of 
which delay the renal excretion of penicillin, were com- 
pared in 24 subjects who were not receiving any other 
antibiotic and who were free from renal disease and 
urinary obstruction. The subjects received 1,000,000 
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units of crystalline benzylpenicillin intramuscularly at 
8 a.m. and blood was withdrawn for assay at 10 a.m., 
this procedure being repeated next day. At 8 p.m. on 
the second day each subject was given 0-5 g. of probenecid 
orally, further similar doses being given at 6-hour intervals 
to a total of three. On the third day the subjects again 
received 1,000,000 units of benzylpenicillin intramuscu- 
larly and blood was withdrawn as before; 36 hours later 
each subject was given 0-5 g. of Wy-1244 orally, this dose 
being repeated as with probenecid. Finally at 8 a.m. 
on the fifth day penicillin was again given and blood 
withdrawn at 10 a.m. as before. The blood was centri- 
fuged under sterile conditions and the serum penicillin 
content assayed by the cup-plate method, using Sarcina 
‘lutea as the test organism. If assay had to be delayed 
the serum was meanwhile deep-frozen. 

In 17 of the 24 subjects the coincidental administration 
of probenecid increased the serum penicillin level ob- 
tained 2 hours after the injection of benzylpenicillin. 
I: only 6 of the same subjects did the coincidental 
administration of Wy-1244 have a similar effect and in 
only one of these 6 did the increased serum penicillin 
level exceed that obtained with probenecid. In no case 
did the administration of Wy-1244 increase the serum 
penicillin level when probenecid failed to do so. More- 
over, after statistical analysis of the results it was con- 
cluded that whereas the changes in serum penicillin level 
observed on administration of probenecid were significant, 
those obtained with Wy-1244 were not. Five subjectscom- 
plained of anorexia, dyspepsia, or nausea after receiving 
probenecid, but no side-effects were observed after the 
administration of Wy-1244. Norval Taylor 


267. Chloramphenicol—Tetracycline Treatment of Sal- 
monellosis in Children. Strip-gradient and Replica Strip- 
gradient Techniques as Guides to Therapy 

M. M. StreiTFELD, M. S. SasLaw, and R. B. LAwson. 
A.M.A. Journal of Diseases of Children [A.M.A. J. Dis. 
Child.| 94, 155-168, Aug., 1957. 5 figs., 29 refs. 


From the National Children’s Cardiac Hospital (Uni- 
versity of Miami), Florida, the authors report the occur- 
rence of prompt and uniform improvement in the sub- 
jective symptoms and objective signs of illness after 
combined treatment with chloramphenicol and tetra- 
cycline in 11 children suffering from Salmonella infections 
(2 with typhoid fever and 9 with other types of salmonel- 
losis) who had failed to respond adequately to standard 
antibiotic therapy. 

This therapeutic use of tetracycline in combination 
with chloramphenicol was suggested by the results of 
studies carried out in vitro by the “ strip-gradient ” tech- 
nique on the salmonellae isolated from the 11 patients, 
on strains recovered from 18 other patients with sal- 
monellosis, on 15 different stock cultures of various 
groups and types of Salmonella, and also on a strain 
isolated during an epidemic in a rat colony. The results 
obtained with this technique in vitro correlated very well 
with those obtained in vivo. Although each of the 
three tetracyclines combined with chloramphenicol con- 
sistently exhibited an additive or synergistic growth- 
inhibitory, but not bactericidal, action in vitro against all 


the species and strains of Salmonella tested, the authors 
preferred to use tetracycline clinically because of its few 
side-effects and the high, prompt, well-maintained serum 
levels at ordinary dosage. In the rat colony no further 
cases of salmonellosis occurred after all non-affected 
animals had been treated with the combined antibiotics, 
while the 6 affected animals were promptly and com- 
pletely cured, no evidence of pulmonary or gastro- 
intestinal disease being found post mortem when they 
were killed several weeks later. The case histories of 
the 11 patients are presented. A. Ackroyd 


268. Novobiocin. Activity in vitro and in Experimental 
Tuberculosis 

D. YEGIAN and V. Bupp. American Review of Tuber- 
culosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 
76, 272-278, Aug., 1957.. 5 refs. 


269. Experimental Investigations in vivo with the 
Cytostatic Drug 5-Fluorouracil. (Tierexperimentelle 
Untersuchungen mit dem Cytostaticum 5-Fluoruracil) 
W. BoLLaG. Schweizerische medizinische Wochenschrift 
[Schweiz. med. Wschr.] 87, 817-820, June 29, 1957. 
8 figs., 9 refs. 


5-Fluorouracil is a pyrimidine derivative in which a 
hydrogen atom of the naturally occurring base uracil has 
been replaced by fluorine. Its possible cytostatic action 
on the transplantable Crocker sarcoma S 180 in the 
mouse and on a transplantable uterine epithelioma (T 8) 
in the rat has been investigated at the University of 
Ziirich. The drug was administered daily by intra- 
peritoneal injection, beginning 24 hours after tumour 
implantation. The growth of both types of tumour was 
inhibited by 5-fluorouracil. In the case of the mouse 
sarcoma a dose of 20 mg. per kg. body weight daily was 
found to be ineffective, but about 50° inhibition of 
tumour growth was obtained with a dose of 60 mg. per kg. 
daily. However, such a dose was too toxic, in that the 
mice showed a weight loss of over 20% of the initial 
weight. 

Rats cannot tolerate such high doses of fluorouracil as 
mice, and a dose of 20 mg. per kg. daily, although show- 
ing fairly marked inhibition of growth of the tumour 
T 8, also caused considerable loss of weight in the 
animals. Toxic effects in normal rats given doses of 
40 mg. per kg. daily included loss of appetite and weight, 
diarrhoea, and marked bone-marrow depression. Blood 
counts on rats treated with 5-fluorouracil have shown 
considerable falls in the number of lymphocytes, neutro- 
phil granulocytes, and thrombocytes. L. A. Elson 


270. The Present Status of Hormone Therapy in Ad- 
vanced Breast Cancer 

B. J. KENNEDY. Radiology [Radiology] 69, 330-340, 
Sept., 1957. 2 figs., 23 refs. 


. Antimalarial Activity of Hydroxy-substituted 
Naphthalene Compounds 2 

W. M. Durrin and |. M. Roto. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.} 
12, 171-175, June, 1957. 4 refs. 
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Infectious Diseases 


VIRUS DISEASES 


272. An Epidemic of Viral Aseptic Meningitis Accom- 
panied by an Exanthem. A New Clinical Entity. (Une 
épidémie de méningite aseptique virale accompagnée 
d’exanthéme. Une nouvelle entité clinique) 

J. VALCKE and E. NinouL. Archives francaises de pédia- 
trie [Arch. frang. Pédiat.| 14, 553-562, 1957. 4 refs. 


A considerable epidemic of aseptic meningitis with a 
rubelliform rash, involving some 2,000 to 3,000 cases, 
occurred in Belgium in the summer of 1956. The out- 
break started at Menin, near the French frontier, and 
spread through the town. Scattered cases occurred 
later throughout the country, but nowhere else was the 
epidemic so intense as at Menin. Among 114 patients, 
belonging to 58 families, examined by the authors, four 
groups could be distinguished: (1) 40 children and 11 
adults with pronounced meningeal symptoms; (2) 37 
children and 8 adults with a less pronounced meningeal 
syndrome; (3) 12 children with fever and exanthem but 
no symptoms of meningitis; and (4) 6 children who were 
family contacts of typical cases, but who developed only 
fever and headache. A rubelliform rash was seen in 
36-8°% of these 114 cases. 

The cerebrospinal fluid generally contained 200 to 


2,000 cells per c.mm. The disease was always short in 
duration and benign, and no signs of encephalitis were 
observed. Several strains of virus were isolated from 
faeces and spinal fluid, and were proved to be identical 
and to be related to ECHO virus Type 9. A significant 
rise of antibody titre to this virus was demonstrated in 
the blood of a number of patients after the acute stage of 


the illness. H. Stanley Banks 


273. Outbreak of Aseptic Meningitis (Meningo- 
encephalitis) with Rubelliform Rash: Toronto, 1956 

R. A. Larorest, G. A. MCNauGuton, A. J. BEALE, 
M. Cviarke, N. Davis, I. SULTANIAN, and A. J. RHODES. 
Canadian Medical Association Journal [Canad. med. Ass. 
J.) 77, 1-4, July 1, 1957. 20 refs. 


An outbreak of aseptic meningitis, with a rubelliform 
rash on the face, trunk, and limbs in some 43°% of cases, 
occurred in the Toronto region during the summer of 
1956. This disease had not previously been seen in 
epidemic form in Toronto, but its clinical and virological 
characteristics appeared to be similar to those of the 
numerous outbreaks described from England, Belgium, 
and other countries since 1948. A total of 115 cases in 
children of all ages, including 6 babies aged 5 to 12 
months, were admitted to the Hospital for Sick Children, 
Toronto, many more cases, both in children and in 
adults, being cared for at home. The illness was 
biphasic in 42 (36°%) of these 115 cases. The onset of 
the major phase was abrupt, with fever, coryza, vomiting, 
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diarrhoea, and sore throat, followed by neck rigidity 
and frequently by a rubelliform rash; this last sometimes 
appeared a day or two before the onset of fever, and it 
usually persisted for 8 or 9 days. In a few cases there 
were petechiae in the skin, giving rise to a suspicion of 
meningococcal septicaemia. 

The mean cell count in the cerebrospinal fluid was 694 
per c.mm.—a fairly high figure for aseptic meningitis— 
of which neutrophil granulocytes constituted up to 100° 
in some cases; the protein content was slightly elevated 
and the sugar content normal. The peripheral leucocyte 
count varied from 8,000 to 12,000 per c.mm., with a 
normal differential count. The disease was of short 
duration and benign, no paralysis and no sequelae being 
observed. Virological studies suggested that the aetio- 
logical agent was related to ECHO virus Type 9. Strains 
of this virus were isolated both from the stools (9 cases) 
and the spinal fluid (4 cases), and they were all neutral- 


ized by antiserum to ECHO virus Type 9. All 13 strains - 


isolated, however, produced myositis with paralysis in 
day-old suckling mice, thus resembling Coxsackie virus 
Type A, although they were not neutralized by antisera 
to Coxsackie or poliomyelitis viruses. 

[These clinical and virological findings are identical 
with those reported in similar European outbreaks, 
from one of which the popular name of “‘ Nottingham 
meningitis ” is derived. It would appear that this new 
form of aseptic meningitis with rubelliform rash is 
widespread. ] H. Stanley Banks 


274. Treatment of Measles Encephalitis with Adrenal 
Steroids 

J. E. ALLEN. Pediatrics [Pediatrics] 20, 87-91, July, 
1957. 6 refs. 


This paper from Cincinnati General Hospital reports 
a series of 10 cases of measles encephalitis treated with 
cortisone, corticotrophin (ACTH), and antibiotics. In 
a previous study of two similar groups of patients one 
was treated with supportive measures only and one with 
massive doses of gamma globulin, but no significant 
difference was found between them in the mortality 
and incidence of sequelae. Steroids were used in the 
treatment of the further series of cases because of their 
aborting influence on experimental demyelinating en- 
cephalitis. The patients’ ages ranged from one to 12} 
years, 6 were female and 4 male, and 7 were seriously 
ill on admission. The interval between the onset of 
the rash and of the nervous symptoms varied from 3 to 
7 days. The main nervous signs were convulsions, 
coma, and respiratory distress. 

The plan of treatment with steroids was standardized, 
hydrocortisone hemisuccinate, 100 units, being given 
intravenously, followed by a further 100 units after 24 
hours. Cortisone acetate, 300 mg., was given intra- 
muscularly on the first, 150 mg. on the second, and 75 mg. 
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on the third day. ACTH was given intramuscularly, 
40 units in the first and second 24-hour periods, and 20 
units during the next 48 hours. In addition aqueous 
penicillin was given in doses varying from 1-2 to 6 mega 
units daily depending on age, and chloramplienicol was 
given intravenously or intramuscularly in doses of 100 
mg. per kg. body weight. 

In most cases there was a clearing of the sensorium and 
fall in temperature to normal within 24 to 72 hours, 
though 4 patients required 6 to 14 days for decisive 
improvement to occur. The length of stay in hospital 
ranged from 5 to 33 days. There were no neurological 
sequelae on examination 2 to 6 months after discharge 
from hospital, recovery thus being 100% with steroid 

therapy (10 cases) compared with 64°%% with purely 
supportive measures (14 cases) and 55°% with gamma 
clobulin (11 cases). 

[The numbers of cases treated were too small for the 
comparison to be convincing.] I. M. Librach 


275. Outbreak of Aseptic Meningitis Caused by Cox- 
sackie B5 Virus. Laboratory, Clinical, and Epidemiologic 
Study 

J. T. Syverton, D. M. McLean, M. M. Da Siva, 
H. B. Doany, M. Cooney, H. KLEINMAN, and H. BAUER. 
Journal of the American Medical Association [J. Amer. 
ried. Ass.) 164, 2015-2019, Aug. 31, 1957. 2 figs., 
14 refs. 


276. 
Study 


B. SNELL, D. BALDuccrl, and D. A. J. TyRRELL. British 
Medical Journal (Brit. med. J.| 2, 126-128, July 20, 1957. 
1 fig., 12 refs. 


During the poliomyelitis epidemic in Sheffield in 1955 
during which 121 cases of paralytic poliomyelitis occurred, 
9 cases initially classified as encephalitis were admitted 


to Lodge Moor Hospital. In these cases the condition 
was manifested by somnolence or coma, tremors and 
incoordination, nystagmus, loss of conjugate eye move- 
ments, muscle rigidity, and hemiparesis, and the cerebro- 
spinal fluid was abnormal in all of them. On the basis 
of a rise in poliomyelitis neutralizing antibody titre in 
2 of the cases and the isolation of Type-1 poliovirus from 
the faeces of a further 5, these 7 were considered to be 
associated with poliomyelitis virus infection. Of the 
remaining 2 cases one showed evidence of recent polio- 
myelitis infection, but was thought clinically to be a case 
of disseminated sclerosis of acute onset, while in the 
other case necropsy revealed periarteritis nodosa with 
brain involvement. The infected cases fell into two 
groups, those which resembled acute cerebellar ataxia 
(3 cases) and those which resembled acute encephalitis 
(4 cases). 

Of the 9 cases, one terminated fatally, while in 4 of the 
others residual signs of facial paralysis (one case), per- 
sistent nystagmus (3), and wasting of the pectoral 
muscles (one) were evident 2 to 8 months after the onset 
of symptoms. 

It seems possible that poliomyelitis may occasionally 
manifest itself in signs or symptoms exclusively related 
to cerebellar or “* encephalitic lesions» A. Ackroyd 


277. Poliomyelitis. Effect of Salk Vaccine on Severity 
of Paralysis 

M. G. Wyman, W. D. LinpGReEN, and R. MAGOFFIN. 
California Medicine (Calif. Med.| 87, July, 1957. 3 figs., 
21 refs. 


The severity of paralysis in poliomyelitis was studied 
during 1956 at the County General Hospital, Los Angeles, 
in 93 patients who had received at least one inoculation 
of Salk vaccine 30 days before the onset of the illness and 
642 non-vaccinated patients. Of the former group, 85 
(91°) were under 15 years of age and of the latter, 339 
(53°%) were under that age. The proportion of patients 
with no paralysis or slight paralysis (75 to 90% of normal 
strength in any one or more of 17 muscle groups) at the 
time of discharge was consistently greater in each 5-year 
age group under 15 years in the vaccinated group than 
in the non-vaccinated. Only 11 (12°) of the vaccinated 
patients, compared with 294 (46°) of the non-vaccinated, 
had paralysis of moderate degree (50 to 75°% of normal 
strength in any of the muscle groups) or of marked 
degree (unde 50°%). The incidence of severe paralysis 
was highest in the age group 0 to 4 years in both the 
vaccinated and non-vaccinated patients; after this age 
the severity tended to decrease appreciably until age 20, 
increasing again in non-vaccinated patients of adult age. 
There did not appear to be any difference in the severity 
of the paralysis between patients who had had one 
inoculation and those who had had 2, although in patients 
under the age of 4 years the severity, assessed by an 
average severity score, was less in those who had had 2 
inoculations. 

In the non-vaccinated group 8 patients died, 84, mostly 
adults, required respirator treatment, and 63 underwent 
tracheotomy. In the vaccinated group there were no 
deaths, only 3 patients needed a tracheotomy, and none 
required respirator treatment. Follow-up examination, 
2 to 10 months after the onset, of 62 of the vaccinated and 
68 of the non-vaccinated patients, most of them in the 
age group 5 to 9 years, revealed that about 90% of the 
muscle groups graded at the time of discharge as slightly 
paralysed were non-paralytic. A. Ackroyd 


278. Influence of Age and Sex on Susceptibility and 
Clinical Manifestations in Poliomyelitis 

L. WernsteIN. New England Journal of Medicine [New 
Engl. J. Med.| 257, 47-52, July 11, 1957. 17 refs. 


In order to determine the effect of age and sex on the 
manifestations of paralysis in poliomyelitis, 618 patients 
admitted to the Massachusetts Memorial Hospital, 
Boston, between 1950 and 1955 with this complication 
were divided according to age into five groups: 0-5, 
6-15, 16-30, 31-39, and 40-65 years, and four types 
of disease were distinguished, namely, spinal, bulbar, 
bulbospinal, and respiratory. 

Although the spinal form predominated at all ages, it 
was most frequent between the ages of 16 and 39, and 
least frequent in patients over 40. “ Pure” bulbar 
paralysis was most frequent in infants, and indeed 25% 
of all cases in patients under the age of 15 were of this 
type, but it was entirely absent in the over-40 group. 
The severe bulbospinal form, however, became pro-. 
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gressively more common with increasing age, being 6 
times as frequent in the oldest age group as in the young- 
est. In the 528 patients with spinal involvement the 
following differences according to age were noted: in 
those under age 5 usually only one leg was involved; 
in older children paraplegia became common, while in 
adults quadriplegia was the commonest form. There 
was a striking tendency to involvement of the left rather 
than of the right side in middle age, in contrast to the 
findings in other types of peripheral neuritis, in which 
the muscles carrying the greatest load are usually the 
most susceptible. Paralysis of the bladder was most 
common in adults. Respiratory paralysis increased in 
frequency with increasing age, being present in only 2-5%% 
of the youngest age group, but in 44°% of the oldest. 
Fatality rates showed the same trend. 

Of the paralysed children under the age of 5 years 
66°% were male, and among all children up to the age of 
15 the distribution was 63-2% boys to 36-8% girls. 
Between the ages of 16 and 39 years women (53-4%) 
outnumbered men. In the small group of 27 patients 
aged over 40, men predominated (74%). Analysis of 
the different forms showed that mild spinal involvement 
(monoplegia) occurred more frequently in male children 
and female adults, while extensive paralysis was found 
most often in young females and adult males. There 
was no difference between the sexes in the incidence of 
bulbar paralysis, and very little in that of the bulbospinal 
form (53°6% in men, 46-4°%% in women). A number of 
charts show the comparative incidence and degree of 
involvement in greater detail. It is concluded that 
** because of the high risk of severe permanent crippling 
and death [in those over 40], it is just as important 
to immunize thoroughly all adults against poliomyelitis 
as it is to protect all children, despite the lower inci- 
dence of the disease in the older age group ”’. 

E. H. Johnson 


279. Acute Respiratory Iliness in Volunteers Following 
Intramuscular Administration of Live Adenovirus 

M. R. HILLEMAN, R. E. Hopces, M. S. WARFIELD, and 
S. A. ANDERSON. Journal of Clinical Investigation [J. 
clin. Invest. 36, 1072-1080, July, 1957. 4 figs., 24 refs. 


At the Walter Reed Army Institute of Research, 
Washington, D.C., human volunteers inoculated intra- 
muscularly with a live vaccine of Types 3, 4, and 7 
adenovirus developed acute upper respiratory-tract 
infection resembling the naturally occurring disease. 
The adenoviruses injected were propagated in human 
embryonic intestinal cells of non-malignant origin, and 
were originally isolated from human infections. Of 6 
subjects inoculated with 1 ml. of the trivalent live virus 
preparation, moderately severe illnesses developed in 3, 
mild infections in 2, and mild respiratory symptoms 
only in one. The artificially produced infection was 
characterized by an incubation period of 3 days, followed 
by 5 days’ illness manifested by fever, constitutional 
symptoms, inflammation of the mucosae of the eyes, ears, 
nose, and throat, and cervical lymphadenopathy. 
Adenovirus was not isolated from washings from the eyes 
or throat, but there was a marked and rapid increase in 


‘[Brit. med. J.] 2, 746-748, Sept. 28, 1957. 


neutralizing antibody titre against all three types of virus 
and in complement-fixing antibody. 

The authors state that these experiments represent the 
first successful attempt to reproduce acute respiratory 
disease in subjects given adenovirus parenterally and 
** support the aetiological significance of these agents in. 
respiratory illnesses of man ”’. D. Geraint James 


280. Treatment of Ophthalmic Zoster with Prednisone 
A. B. Carter and J. E. Royps. British Medical Journal 
1 fig., 14 refs. 


The authors report, from Ashford Hospital, Middlesex, 
the results obtained with prednisone in the management 
of 15 cases of herpes ophthaimicus. The drug was given 
by mouth in a dosage of 10 mg. every 6 hours for 4 days, 
followed by 10 mg. every 8 hours for 3 days; thereafter 
the dose was reduced by 5 mg. each day until treatment 
was discontinued on the fifteenth day. In addition, 250 
mg. of tetracycline was given by mouth 6-hourly for 7 
days, with 2 tablets of vitamin-B complex 3 times a day. 
Local treatment included application to the rash of 
oxytetracycline cream (19%) and to the eye of a solution 
containing atropine 1°%, sulphacetamide 30%, and hydro- 
cortisone 1°%. 

The patients remained under observation for 6 to 18 
months and the results obtained were compared with 
those in a similar group of patients given antibiotic 
therapy in 1951. It was found that among patients 
treated with prednisone oedema was less, the rash dried 
quicker, the reduction in scarring and herpetic pain was 
pronounced, and vesicle formation ceased after 24 hours. 
There was no evidence, however, that the treatment 
exerted any effect upon the incidence of either ophthal- 
mic complications or post-herpetic neuralgia. No side- 
effects were encountered provided relatively small doses 
of prednisone were given and the duration of treatment 
did not exceed a fortnight. Secondary skin infection 
and septicaemia were prevented by administration of a 
combination of prednisone and antibiotics. 

A. Garland 


281. Motor Complications of Herpes Zoster 
D. KENDALL. British Medical Journal [Brit. med. J.) 2, 
616-618, Sept. 14, 1957. 1 fig., 23 refs. 


282. Delivery of a Normal Child during the Incubation 
Period of Rabies in the Mother. (Cnysai pommenua 
smopoporo pe6eHKa MaTepblO, B 
HHKy6auHOHHOM mepHone 3sa6oneBaHHaA 
V. K. Vsazevié. Muxpoduoaoeuu, Enude- 
muofnoeuu u [Z. Mikrobiol. (Mosk.)] 
105-106, No. 7, July, 1957. 


Although the possibility of transmission of the rabies 
virus from mother to foetus has been investigated, the 
results so far reported have been equivocal. Several 
cases of fully developed rabies occurring during preg- 
nancy are on record, but apparently no case hitherto of 
delivery during the incubation period. 

The present report from the Regional Health Depart- 
ment, Novosibirsk, concerns a woman of 21 who had 
been bitten by a puppy early in December, 1953, when 
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she was at the end of term. Rabies was known to be 
endemic amongst animals in the locality. The puppy 
was destroyed and rabies was established histologically. 
The woman was advised to submit to rabies vaccination, 
but declined. Labour started soon afterwards and she 
was delivered of a healthy baby. On December 23, 1953, 
she was discharged from hospital in a satisfactory con- 
dition, but developed symptoms of rabies within 7 days 
and died on January 2, 1954. The diagnosis in her case 
was also confirmed histologically. The child remained 


healthy during the 32 months following delivery. 

This case appears to support the view that the rabies 
virus is incapable of crossing the placental barrier during 
the incubation period. 


_K. Zinnemann 


INFECTIOUS DISEASES OF UNKNO 
AETIOLOGY 


283. Epidemic Neuromyasthenia. An Outbreak of 
Poliomyelitislike Illness in Student Nurses 
A. SHELOKOV, K. HaBet, E. VERDER, and W. WELSH. 
New England Journal of Medicine [New Engl. J. Med.] 
257, 345-355, Aug., 1957. 1 fig., 17 refs. 


The authors describe an epidemic of a poliomyelitis- 
like illness which, during the period July-September, 
1953, twice struck the nursing staff of a private psychiatric 
hospital near Washington, D.C., involving a total of 50 
persons. The cases were divided into “‘ confirmed” 
paretic and non-paretic cases, the latter group including 
patients who had the entire clinical syndrome with local- 
ized muscular weakness but without definite paresis, 
and those who showed only part of the symptom com- 
plex. An acute minor illness occurred in all cases, 
representing the prodromal phase of the attack in the 
eventually paretic cases, whereas in the non-paretic cases 
this was the only illness and was usually followed by 
uneventful recovery. The symptoms and signs in the 26 
paretic cases included nausea, vomiting and diarrhoea, 
instability of body temperature, cutaneous sensory dis- 
turbances, and menstrual irregularities. The epidemic 
was characterized by a remarkably protracted subacute 
course, and by relapses and recrudescences which were 
precipitated by exertion, damp, cold weather, and onset 
of the menses. 

The results of laboratory studies showed a notable 
absence of positive findings, and spinal-fluid examinations 
were usually negative in respect of pleocytosis and pro- 
tein content. Virological studies by direct methods for 
possible isolation of the virus from specimens of serum 
in the acute stage and indirect methods using paired 
sera also gave completely negative results. However, 
bacteriological investigations, including isolation of 
organisms from the stool and serum agglutination tests, 
revealed convincing evidence of acute infection of many 
of the patients with enteric bacteria of the Bethesda— 
Ballerup group of intermediate paracolon organisms. 
Correlation of Bethesda—Ballerup infection with the 
cases of epidemic illness, in the absence of evidence of 
other aetiological agents, suggested that this was the 
causative organism. It is possible, however, that the 
infection with the paracolon organisms was merely 
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85 
an epidemiological situation in which faecal contamina- 
tion by faeces-to-mouth spread could occur, in which 
case it might be postulated that an unknown causative 
agent was simultaneously spread by faecal contamination 
along with the known organisms. The authors consider 
that ‘“‘ the bacteriologic findings in this study clearly 
indicate that a diligent search should be made for 
enteric pathogens of the citrobacter (Kauffmann) group 
in future investigations of epidemics of this clinical 
entity’ and that experimental infections and intoxica- 
tions with the Bethesda—Ballerup strains should be 
observed for evidence of possible neurotoxic properties. 
: R. G. Meyer 


D. C. PosKANZER, D. A. HENDERSON, E. C. KUNKLE, 
S. S. KALTER, W. B. CLEMENT, and J. O. Bonp. New 
England Journal of Medicine [New Engl. J. Med.} 257, 
356-364, Aug., 1957. 3 figs., 12 refs. 


The outbreak of epidemic neuromyasthenia here 
described from the Communicable Disease Center, U.S. 
Public Health Service, Atlanta, Georgia, occurred in the 
spring of 1956 at Punta Gorda, Florida, a community of 
some 2,500 inhabitants, including 450 negroes, and con- 
sisted of at least 150 cases. The onset, which was insidi- 
ous, was characterized mainly by fatigue, headache, 
nuchal pain, alterations in emotional and mental status, 
nausea and vomiting, paraesthesiae, aching muscular 
pain, and a prolonged, relapsing course. There was a 
notable paucity of physical findings in relation to the 
symptoms, especially in those cases in which there were 
exacerbations. A special study was made of 21 selected 
patients who presented similar histories; these patients, 
all white, included 17 females, and their ages ranged from 
14 to 60 years. In order to ascertain the duration of 
convalescence this group of patients were again examined 
5 months later. 

In about half of these 21 cases pronounced exacerba- 
tion of symptoms occurred one to 4 weeks after first 
onset. In 19 cases the interval between onset of symp- 
toms and confinement to bed ranged from one to 65 
days, average 19 days. Elevations of temperature were 
reported by only 5 patients, these ranging from 100-4° 
to 102° F. (38° to 39° C.) while 5 out of 13 menstruating 
patients complained of menstrual irregularities. The 
laboratory findings (5 cases) included leucocyte counts 
ranging from 6,800 to 10,000 per c.mm. with normal 
differentials, but there was little change in the cerebro- 
spinal fluid, while electroencephalograms, recorded in 4 
cases, were within normal limits. No infective agent 
was isolated from throat swabs, stools, or blood, nor 
was any identified serologically. A review of the cases. 
after 5 months showed that only one patient had been 
completely asymptomatic during the preceding 30 days. 
There were no deaths in the series. The epidemic was 
marked by greater severity and higher incidence of the 
disease in females than in males (attack rates 8-7 and 
47% respectively) and by a disproportionately high 
incidence among medical and nursing personnel (42% 
of 38 persons). No cases occurred in children under the 
age of 12. R. G. Meyer 
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285. Tuberculosis in Man, Dog, and Cat 

V. M. HAwTuHorne, W. F. H. Jarrett, I. LAUDER, W. 
B. Martin, and G. B. S. Roserts. British Medical 
Journal (Brit. med. J.| 2, 675-678, Sept. 21, 1957. 14 
refs. 


This is the report of a medical and veterinary investi- 
gation undertaken by the Veterinary School and the 
Department of Infectious Diseases of the University of 
Glasgow, working in conjunction with the Glasgow Mass 
Radiography Centre, into the possible contribution made 
by tuberculous dogs and cats to the general pool of 
infection. To this end a study was made both of human 
contacts of animals found to have tuberculosis and of 
animal contacts of tuberculous patients. 

Of 14 dogs which were found at necropsy to have 
tuberculosis, subsequently confirmed by culture or animal 
inoculation, there were 60 known human household 
contacts, but only 34 would submit to x-ray examination. 
Out of these 34, 9 were found to have tuberculous lesions 
requiring attention varying from hospital treatment to 
routine observation. Five of these cases were previously 
undiagnosed. Reversing the process, 20 dogs and 15 
cats out of a total of 42 animals owned by 37 tuberculous 
patients with positive sputum were then examined 
clinically, radiologically, and bacteriologically. Swabs 
of the alimentary tract of 2 dogs and 2 cats, otherwise 
in good condition, unexpectedly gave positive cultures 
of the human type of tubercle bacillus. The necropsy 
findings in these animals were inconclusive histologically 
and negative bacteriologically. 

The authors do not consider it advisable at present “ to 
speculate on the exact significance of these findings ”’, 
but suggest that further investigation of the subject is 
warranted. R. J. Matthews 


286. Some Psychological Concomitants of Tuberculosis 
and Hospitalization. A Preliminary Study 

J. F. MuLpoon. Psychosomatic Medicine [Psychosom. 
Med.) 19, 307-314, July—Aug., 1957. 16 refs. 


The author describes a statistically controlled investi- 
gation, carried out at the Veterans Administration Hos- 
pital, Pittsburgh, of the role of psychological factors in 
tuberculosis in which he attempted to answer three 
questions: (1) whether tuberculosis is associated with a 
distinct pattern among selected psychological variables; 
(2) whether prolonged hospitalization in itself is associ- 
ated with changes in selected psychological variables; 
and (3) whether prolonged hospitalization for tubercu- 
losis is associated with changes in selected psychological 
variables. For this purpose he studied four groups of 
20 young, white, male patients, 2 of the groups being 
tuberculous and 2 non-tuberculous. One group of each 
type consisted of patients who had been in hospital for 
less than 3 months and one of patients who had been 
in hospital for more than 11 months. All the groups 
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were statistically comparable in respect of age and 
educational status. 

Assessment of 5 psychological variables—defensive- 
ness, dependency, anxiety, repression, and rigidity—in 
each patient by means of the Minnesota Multiphasic 
Personality Inventory and the California F scale pro- 
vided no evidence that hospitalization had significantly 
influenced any of these variables. The basic difference 
observed between the tuberculous and non-tuberculous 
groups was that the tuberculous patients were more 
significantly dependent than the non-tuberculous. The 
results of this investigation therefore lend support to the 
conclusions of previous workers that a dependency con- 
flict is a possible contributory factor to the development 
of tuberculosis. The author suggests that this depen- 
dency problem lies in the premorbid personalities of the 
tuberculous patients rather than in a reaction to the onset 
of tuberculosis or to hospitalization. It is thought that 
this basic dependency may lead to self-neglect, poor 
nutrition, and increased vulnerability to the tubercle 
bacillus. 

[Pulmonary tuberculosis is not particularly specified 
in this article.] A. Balfour Sclare 


287. Urogenital Tuberculosis in Childhood. (Zur Uro- 
genital-Tuberkulose im Kindesalter) 

R. OTTENJANN. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.] 82, 1615-1620, Sept. 13, 1957. 
14 figs., 24 refs. 


This is a review of the early diagnosis and antibiotic 
treatment of urogenital tuberculosis in children based on 
the author’s experience in 63 cases at the Children’s 
Sanatorium, Wangen-in-Allgau, since 1948. It is con- 
sidered that tuberculous infection of the kidneys in child- 
ren is most commonly haematogenous, particularly in 
the course of miliary tuberculosis. The foci so produced 
mostly heal without giving rise to clinical disease, but a 
few gradually enlarge by haematogenous, lymphatic, or 
direct spread, giving rise to no symptoms until 5 years 
or more after the initial invasion. In order to detect 
renal lesions in the subclinical stage, when treatment 
is most satisfactory, repeated and intensive examination 
of the urine of all tuberculous children should be carried 
out. Tubercle bacilli are very difficult to isolate from 
the urine in the earliest stages—of the author’s 63 cases, 
31 were detected by urinary examination, and although 
the urinary abnormalities were scanty, renal disease was 
already demonstrable radiologically in 17. For this 
reason it is recommended that any significantly abnormal 
finding in the urine of a tuberculous child should be 
followed by radiological investigation. 

Chemotherapy hastens the natural tendency of renal 
tuberculosis to heal, but does not alter the nature of the 
reparative process. It may even increase the incidence 
of stenosis in the calyces and elsewhere, leading to such 
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complications as pyonephrosis and tuberculous nephro- 
calcinosis, for which removal of the diseased kidney will 
be necessary. In 22 of the 63 cases the ureters were 
also involved. Here strictures and dilatation frequently 
develop and require surgical intervention. Whether 
treatment with corticoid hormones would diminish their 
frequency is not yet known. Conservative management 
alone can be successful only in the absence of major 
destruction or deformity. Nephrectomy had to be per- 
formed on 28 of the author’s patients, of whom, in spite 
of intensive antibiotic treatment, only 7 made a complete 
recovery; in 13 some improvement was noted, in 5 the 
other kidney became involved, and one died soon after 
the operation [2 patients not being accaunted for]. In 
2 other cases nephrostomy was performed. Of 18 child- 
ren who had at least 10 months of conservative treatment 
without operation, only 2 were cured, though 12 made 
substantial improvement. The absence of tubercle 
bacilli from the urine is no indication for stopping anti- 
biotic treatment, which should be maintained over a 
period of years, various combinations of antibiotics and 
other drugs being used in rotation, including the pro- 
longed intravenous administration of PAS. 

Only in 4 boys with renal tuberculosis was there evi- 
dence of concurrent genital tuberculosis, the youngest 
being 12 years old. Four girls were suspected of genital 
tuberculosis on the radiological evidence of calcified 
abdominal lesions, but only in one case was laparotomy 
performed and the presence of the disease confirmed 
histologically. 

[The author does not give a detailed account of his 
cases, Of his methods of treatment, or of his results, but 
generalizes on the basis of his experience in a manner 
which must now be regarded as out of date. His dog- 
matic recommendations may be correct, but they are not 
supported by adequate evidence and therefore cannot be 
accepted without reservations. ] John Lorber 
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288. Tuberculosis Contact Firms’ Surveys 
F. A. Nasu. British Journal of Tuberculosis and Diseases 
of the Chest (Brit. J. Tuberc.) 51, 151-157, April, 1957. 


During 1955 the South-west London Mass X-ray 
Service offered chest radiography to the staffs of 51 
firms in each of which a case of pulmonary tuberculosis 
had recently occurred. Among a total of 14,664 
(62:5°%) of such “* works contacts ” examined, 134 cases 
of tuberculosis were discovered, an incidence of 0-91°%. 
This rate of yield was about double that (0-44%%) obtained 
by a similar mobile radiography unit which, during the 
same period, visited firms in the area in which the em- 
ployees were not known to be “‘ works contacts”. In 
the firms visited specifically because of a case of active 
tuberculosis the proportion of the employees who had 
not previously undergone chest radiography was greater 
than in the firms where the employees were not known 
contacts. It is suggested that this may be a partial 
explanation of the higher yield of cases in the former 
group of firms. 
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The incidence of tuberculosis among employees who 
had not previously been examined radiographically was 
generally observed to be lower when a high proportion 
of all employees in the firm had been so examined, 
suggesting that mass radiography thus has a “‘ protective ” 
effect not only on those examined, but also indirectly on 
their colleagues at work. T. M. Pollock 


289. Tuberculin Testing of the Aged 
E. J. CHEsrow and J. B. Novak. Diseases of the Chest 
[Dis. Chest] 32, 217-219, Aug., 1957. 4 refs. 


Pointing out that tuberculin tests are frequently 
carried out among school-children, but no determined 
effort has been made to ascertain the proportion of 
tuberculin-sensitive subjects over 60 years of age, the 
authors report the results of tuberculin tests on 2,104 
patients of 50 years and over at the Cook County Institu- 
tions, Oak Forest, Illinois. More than two-thirds of the 
patients were males, and some 90°%% were white. Half 
the patients were aged 70 to 89 years; the oldest was 
114. Each patient was given an intradermal injection 
of 0-1 mg. of old tuberculin, the result being read at 48 
hours. Of the 2,104 patients, 76° (80°% of the 1,420 
males and 69°% of the 684 females) were Mantoux-posi- 
tive. Of patients over 90 years, 53-3% gave a positive 
reaction, as did 75% of the white patients and 86°% o 
non-white. 

It is concluded that elderly subjects maintain their 
tuberculin sensitivity, although after the age of 90 
there is a slight falling off in the number who do so. 

Denis Abelson 


290. Tuberculosis in BCG-vaccinated Nurses. A Re- 
port of Five Years’ Experience at the Boston City Hospital 
A. I. DeFRigEz and T. L. BApGer. New England Journal 


of Medicine [New Engl. J. Med.) 257, 161-165, July 25, 
1957. 25 refs. 


The authors report 5 years’ experience of a voluntary 
B.C.G. vaccination programme at the School of Nursing 
at the Boston City Hospital. From March, 1947, to 
September, 1951, all new student nurses were given a 
skin test with a 10-t.u. dose (0-0002 mg.) of P.P.D. 
from the State Serum Institute, Copenhagen, during 
their first month of training. Of a total of 258 girls, 
174 (67-4°%) gave negative reactions and were offered 
B.C.G. vaccination, 166 (64-3%% of the total) accepting. 
Approximately 859% of these were vaccinated by the 
intracutaneous method and the remainder by the mul- 
tiple-disk method. No complications were reported. 

None of the 8 unvaccinated negative reactors con- - 
tracted tuberculosis during their 3 years of training, 
whereas of the 166 vaccinated girls, 6 (3-6°%), and of the 
84 tuberculin-positive on entry, 3 (3-69) developed tuber- 
culosis. In 5 of the 6 cases occurring in the vaccinated 
group the disease developed within 12 moriths of suc- 
cessful vaccination. There was no particular difference 
in clinical features between the cases occurring in the 
two groups. The lesions were mostly minimal and 
resolved rapidly with treatment. 

The authors, while recognizing the small scale: of this 
study, are inclined to conclude that the lack of advanced | 
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disease in these student nurses was much more the result 
of a rigorous control programme than of any protective 
effect from B.C.G. They think it likely that enthusiasm 
for the use of B.C.G. in the United States in the future will 
decrease rather than incréase. Norman F. Smith 


291. Tuberculosis in the Armed Forces and Its Control 
by BCG Vaccination 

A REPORT TO THE RESEARCH COMMITTEE OF THE BRITISH 
TuBERCULOsSIS AssocIATION. Tubercle [Tubercle (Lond.)| 
38, 249-258, Aug., 1957. 11 refs. 


292. The Effect of Cortisone upon the Reaction of the 
Skin to Tuberculin in Tuberculosis and in Sarcoidosis 

K. M. Crrron and J. G. ScappINnG. Quarterly Journal 
of Medicine [Quart. J. Med.| 26, 277-289, July, 1957. 
8 figs., 27 refs. 


Reports of the effect of cortisone on the skin reaction 
to tuberculin vary widely. Some workers have found 
that the reaction is inhibited, decreased, or unchanged, 
while others have observed that patients with sarcoidosis 
who are insensitive to tuberculin respond to intradermal 
injections of the latter during cortisone therapy. At the 
Institute of Diseases of the Chest and Brompton Hos- 
pital, London, the authors have studied the effect of 
tuberculin with and without cortisone in 49 patients 
suffering from sarcoidosis, 66 suffering from tuberculosis, 
11 healthy tuberculin-insensitive subjects, and 16 tuber- 
culous patients rendered insensitive to tuberculin by 
specific desensitization. 

Each patient and healthy subject received intradermal 
injections of tuberculin (P.P.D.), tuberculin with a sus- 
pension of cortisone acetate, cortisone alone, and the 
aqueous vehicle in which the cortisone was suspended. 
It was found that while cortisone had a depressing effect 
on the size of the reaction in patients who were highly 
tuberculin-sensitive, it had little or no effect upon those 
who were relatively tuberculin-resistant. In a number 
of patients with sarcoidosis who were initially insensitive 
to tuberculin a skin reaction was induced when a tuber- 
culin-cortisone mixture was administered; in patients 
with sarcoidosis who were sensitive only to 100 t.u. there 
was no significant change in the size of the reaction—a 
finding similar to that in tuberculous patients. A reaction 
of more than 4 mm. was obtained with tuberculin plus 
cortisone in 11 of the 16 desensitized patients showing 
no reaction to tuberculin alone. No significant response 
was obtained to injections of cortisone alone or of the 
vehicle in which the cortisone was suspended. 

Discussing these findings the authors suggest that 
cortisone may act in two ways: (1) it may prolong the 
retention of tuberculin at the site of injection, producing 
a depot and permitting the development of a low order 
of response in some apparently tuberculin-negative 
cases of sarcoidosis; (2) it may reduce diapedesis of 
leucocytes through capillaries, thus preventing the 
arrival of antibody attached to them. The apparently 
paradoxical results obtained are thought to be due to a 
balance of these two factors. The authors consider that 
their findings lend support to the view that sarcoidosis 
is a manifestation of tuberculosis. . 

John M. Talbot 
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293. Radiographic Changes in the Oesophagus in Pul- 
monary Tuberculosis. (K H3Me- 

A. I. RUDERMAN and T. A. VAGANOvA. Becmuux 
Penmzenonoeuu u Paduonoeuu [Vestn. Rentgenol. 
Radiol.] 83-87, No. 3, May-June, 1957. 7 figs., 9 refs. 


Discussing the radiological appearances of the oeso- 
phagus in pulmonary tuberculosis the authors point 
out that the extension of a tuberculous process in the 
lungs to the mediastinal pleura and the cellular tissues 
of the mediastinum may cause fibrotic changes in these 
tissues resulting in secondary localized narrowing of the 
oesophagus, giving rise to dysphagia. They state that 
the presence or absence of dysphagia, and the degree of 
its severity when present, depend not so much on the 
severity of the fibrotic process as on the nervous tempera- 
ment of the patient. The condition can be differen- 
tiated from carcinoma of the oesophagus by the fact that 
in the former the peristaltic movements in the affected 
part of the oesophagus are preserved. A. Orley 


294. A Study of the Course of Pulmonary Tuberculosis 
after Treatment with Thoracoplasty. [In English] 


A. TUXEN. Acta tuberculosea Scandinavica [Acta tuberc. 
scand.] Suppl. 39, 1-184, 1957. 6 figs., bibliography. 


295. Significance of Bronchospirometric Values 

G. BtratH, S. STALLBERG-STENHAGEN, and E. W. 
SWENSON. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 75, 699-709, 
May, 1957. 1 fig., 13 refs. 


Writing from Renstrémska Sjukhuset, Gothenburg, 
Sweden, the authors review the factors influencing the 
values obtained at bronchospirometry and point out 
various possible sources of error. In particular they 
note: (1) that bronchospirometry performed while the 
patient breathes a mixture containing a high percentage 
of oxygen (over 70°%) tends to exaggerate the perform- 
ance of a defective lung; (2) the influence of body posi- 
tion—thus the oxygen consumption of the lower lung of 
a patient lying on his side will be higher than it would 
be in a supine patient; (3) that bronchospirometric 
estimations are not closely repeatable because of 
variants introduced by differing amounts of secretion 
in the bronchi and small differences in the position 
of the catheter. 

For these and other reasons they consider that the 
usual method of estimating the percentage alteration in 
the contribution of a lung after an operative procedure 
does not reflect the true total loss of function by the 
patient. They suggest that this loss is better expressed 
as a percentage of preoperative function by the formula: 

a—b 
x 100 
where a is the fraction of total function contributed by 
the operated lung preoperatively and 5 the fraction of 
function contributed by the operated lung postoperatively. 
J. Robertson Sinton 
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296. Bronchospirometric Investigations Before and 
After Segmental Resection and Lobectomy for Pulmonary 
Tuberculosis 
G. BiraTH, N. P. BERGH, and E.W. Swenson. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.] 75, 710-723, May, 1957. 2 figs., 12 refs. 
At Renstrémska Sjukhuset, Gothenburg, differential 
studies of lung function were carried out on 51 patients 
before, and again 3 months after, pulmonary resection of 
varying extent for tuberculosis. By assuming a normal 
distribution of function—55°%% for the right lung and 
45% for the left—the authors calculated that the tuber- 
culosis had already produced a loss of function approxim- 
ately equivalent to the number of upper-lobe segments 
involved. It was noted that loss of function was dis- 
proportionately severe in lower-lobe involvement. At 
the end of 3 months after operation there was a still 
greater loss of function due to the operation, resulting 
in a total loss of function of one-quarter in the operated 
lung in those subjected to resection of a single segment, 
of between one-half and two-thirds in those undergoing 
upper lobectomy with thoracoplasty, and up to three- 
quarters following lower lobectomy. There were signs, 
however, that lung function would improve after 3 
months, and the clinical management most conducive to 
optimal functional results is discussed. 


J. Robertson Sinton 


297. Bronchospirometric Investigations Before and After 
a Small Thoracoplasty 

G. BiRATH and B. SODERHOLM. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. 
Tuberc.) 75, 724-729, May, 1957. 1 fig., 10 refs. 


Preoperative and postoperative differential broncho- 
spirometric studies carried out on 22 patients at Ren- 
str6mska Hospital, Gothenburg, showed that 3 months 
after a 4- to 6-rib thoracoplasty the operation caused 
some further loss of function of the affected lung, but 
that the loss was significantly less than the damage 
already caused by the disease. J. Robertson Sinton 


298. Bronchospirometry. VIII. Differential Function 
during Thoracic Surgery 

T. R. Watson, M. D. Tyson, M. L. HE ter, J. J. 
Cincotti, and E. A. GAENSLER. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. 
Tuberc.] 75, 730-744, May, 1957. 9 figs., 8 refs. 


In these studies, reported from Harvard Medical 
School, Boston, the authors have investigated differential 
lung function during thoracic surgery by the use of an 
ingenious three-way valve attached to the separate 
tubes of the Carlens catheter. With this valve the cathe- 
ter can then be used as a cuffed intrabronchial tube for 
anaesthesia, aspiration, or bronchospirometry, accord- 
ing to choice. While not recommending the routine use 
of the catheter in thoracic surgery, the authors find that 
there are occasions when it can provide a selective 
access Of gases and aspirators to those parts of the 
respiratory system at which they are most needed, and 
a tracing taken at the end of a subtotal resection may 
indicate whether the residual lobe or part of a lung is 
ventilating and taking up oxygen satisfactorily. 

H 
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A study of over 1,000 bronchospirometric tracings 
taken before, during, and after various types of thoracic 
operation has shown: (1) that though the mean value 
of a large number of preoperative tracings and of those 
recorded at the onset of anaesthesia agree reasonably 
well, there ~anay be wide and largely unexplained dis- 
crepancies in individual cases; (2) that there is an 
appreciable increase of oxygen uptake by the lower lung 
when the patient is placed on his side; (3) that a tracing 
at the end of lobectomy may indicate a need for aspira- 
tion and inflation of the remaining lobe; and (4) that 
lobectomy causes a greater immediate loss of function 
than does a 6-rib subcostal plombage and that the sub- 
sequent recovery of function is also appreciably less. 

J. Robertson Sinton 


299. The Clinical Evolution of 31 Cases of Cavitary 
Tuberculosis with Isoniazid-resistant Organisms of Low 
Experimental Virulence. (Evolution clinique de 31 cas 
de tuberculose cavitaire avec bacilles isoniazido-résistants 
de faible virulence expérimentale) 
E. BERNARD, B. Kreis, and E. Le Jousioux. Revue de 


la tuberculose |Rev. Tuberc. (Paris) 21, 429-445, April- 
May, 1957. 29 refs. 


A follow-up study of 31 cases of pulmonary tuber- 
culosis with cavitation from which isoniazid-resistant, 
catalase-negative tubercle bacilli had been isolated is 
reported from the Clinique de Pneumophtisiologie of the 
Paris Faculty of Medicine. 

Despite laboratory evidence of diminished virulence 
of the strains isolated, 5 (16°) of the patients have died, 
and 15 (48°%) have become worse, with spreading disease 
and new cavities, or have failed to improve during periods 
of observation ranging from 3 months to more than 2 
years. It is pointed out that guinea-pigs infected with 
isoniazid-resistant organisms live longer than animals 
infected with sensitive organisms, but they will die of 
the disease in time. Similarly in man spread of the 
disease and new cavitation may occur despite the appar- 
ent loss of virulence of the infecting organism. There is 
therefore no reason to be complacent about the appear- 
ance of isoniazid-resistant organisms. Isoniazid should 
not be used alone in the treatment of pulmonary tuber- 
culosis, but only in combination with some other chemo- 
therapeutic agent. J. Robertson Sinton 


300. Anatomically Clean Tuberculous Cavities after 
Antibiotic Treatment. (A Pathological and Clinical 
Study.) (Les cavernes tuberculeuses anatomiquement 
détergées aprés traitement antibiotique. (Etude ana- 
tome-clinique)) 
J. Pamtcas, G. Rocue, and P. Daumet. Revue de la 
tuberculose [Rev. Tuberc. (Paris)] 21, 446-471, April- 
May, 1957. 10 figs., 44 refs. 


Persistent, thin-walled cavities of cystic appearance 
occur in about 10% of cases of pulmonary tuberculosis 
subjected to chemotherapy, and they have become more 
common since the advent of isoniazid. The authors 
have examined 14 such cavities occurring among 159 
specimens of resected lung tissue. Some were lined by 
columnar or cubical epithelium, some by epidermoid 
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epithelium, and some by phagocytes only, and apart 
from hyaline inclusions in the wall there was often no 
frank indication of their tuberculous origin. Examina- 
tion of multiple sections, however, usually showed some 
evidence of tuberculous disease. The cavities occurred 
most frequently at the apices, particularly after the early 
administration of combined chemotherapy with strepto- 
mycin, isoniazid, and PAS by intravenous drip infusion. 

The authors are satisfied that cure may be achieved 
despite the persistence of these cavities, particularly 
by a sanatorium regimen, and state that they are now 
carrying out resection less frequently in such cases. 

J. Robertson Sinton 


301. Contribution to the Prognosis of Apparently Clean 
Cavities. (Contribution a l'avenir des cavernes apparem- 
ment détergées) 

A. BerNou, R. Goyer, L. MAREcAux, J. TRICOIRE, and 
J. Butez. Revue de la tuberculose [Rev. Tuberc. (Paris)] 
21, 472-476, April-May, 1957. 


A follow-up report after 3 years or more is presented on 
55 patients with pulmonary tuberculosis who developed 
persistent, thin-walled cavities during chemotherapy, 
but were apparently cured. Of the 46 who remained 
under the authors’ personal observation, in 15 the cavities 
diminished in size or disappeared and in 25 they persisted 
unchanged (despite thoracoplasty in 6 cases) without 
evidence of active infection; in 5 cases the disease 


recurred either in the same lung near the cavity or in the 
opposite lung, in 2 the cavity reverted in appearance to 
that of an active tuberculous cavity, with recurrence of 
positive sputum, and one patient died. Of the remaining 


9 patients, 4 are known to have persistent cavities with 
negative sputum, 3 others are working and apparently 
well, and contact has been lost with 2. 

J. Robertson Sinton 


302. Phantasies of Tuberculosis Patients 
G. A. STREETER. Psychosomatic Medicine eats 
Med.} 19, 287-292, July—Aug., 1957. 1 fig. 


A clinical study of the phantasies of tuberculous 
patients is reported from the Western Reserve University 
School of Medicine and Sunny Acres Hospital, Cleve- 
land, Ohio. Tuberculosis was selected as an example of 
a chronic somatic disease in which there is a particular 
need for the patient to understand his illness and for the 
doctor to understand his patients. An investigation of 
phantasies was regarded as a comparatively simple way 
of discovering “‘ how patients think about their cases ”’. 

At a routine psychiatric interview on admission 20 
male and 10 female patients suffering from pulmonary 
tuberculosis were asked about their notions of lung 
anatomy and of the morphology of the tubercle bacillus. 
Despite a certain amount of factual information already 
provided by the medical staff, as many as 17 of the 30 
patients had very erroneous concepts of pulmonary 
anatomy; the majority of the wrong descriptions por- 
trayed the lungs as being too small, and this was corre- 
lated with an attitude of denial regarding the illness. 
Distorted ideas of the structure and modus vivendi of the 
tubercle bacillus were also common. Some patients 
described “‘ tuberculosis germs” as being worm-like; 


others saw them as “ bugs or insects that eat with 
mouths ” or as seeds that grow into cysts; others again 
envisaged them as “* black spots that enlarge in all direc- 
tions and leave empty holes”. The tubercle bacillus 
was often regarded as being extremely orally aggressive, 
The patients’ phantasies about their disease gave 
valuable information as to how they adjusted themselves 
psychologically to it, and discussion of such phantasies 
helped the physician to broaden his understanding and 
improve his treatment of the patients. It is suggested 
that a similar study of other somatic disorders may pro- 
vide useful information concerning distorted body-image 
concepts. A. Balfour Sclare 


303. The Treatment of Certain Forms of Tuberculosis 
with a Combination of Prednisone (or Hydrocortisone) and 
Antibiotics 

G. Favez, F. AGuet, P. SouRDAT, P. MAGNENAT, and 
A. BrINSMADE. Diseases of the Chest [Dis. Chest] 32, 
70-82, July, 1957. 10 figs., 20 refs. 


The authors report the results obtained with corti- 
costeroids in the treatment of 120 cases of pulmonary 
tuberculosis, 10 of these cases being described in detail. 
Prednisone was given in 78 cases and hydrocortisone in 
42. In 108 cases there was clinical and radiological 
evidence of recent pulmonary tuberculosis, and in all of 
these the pneumonic foci were absorbed completely or 
nearly so- within 4 to & weeks, although trabecular 
opacities and nodular changes remained and the cavities 
did not close during treatment. In 12 cases of long- 
standing pulmonary tuberculosis in which the radiograph 
showed changes in lesions adjacent to pneumonic foci 
little improvement was seen. 

The authors discuss the possible influence of cortisone 
on the tuberculous lesion and conclude that it has an 
important effect on the inflammatory phenomena in 
pneumonic tuberculosis. The results of treatment with 
hydrocortisone (or prednisone) combined with isoniazid 
and streptomycin are considerably better than those 
obtained with chemotherapy alone. G. M. Little 


304. Pyrazinamide together with Ovxytetracycline in 
Patients with Tubercle Bacilli Resistant to Streptomycin, 
PAS and Isoniazid 

S. M. STrewart, J. McC. Murpocu, J. W. CrorTon, and 
D. Hay. British Journal of Tuberculosis and Diseases of 
the Chest [Brit. J. Tuberc.] 51, 158-167, April, 1957. 
1 fig., 13 refs. 


In tuberculous patients in whom the tubercle bacilli 
have become resistant to any two of the triad strepto- 
mycin, -PAS, and isoniazid it has been shown that 
pyrazinamide may be useful if given for short periods. 
This report from the University of Edinburgh describes 
11 such cases in which an attempt was made to delay the 
onset of resistance to pyrazinamide by giving oxytetra- 
cycline at the same time; all the patients had bilateral 
disease and extensive chronic cavities. The pyrazina- 
mide was given in a daily dose of 40 mg. per kg. body 
weight, and 10 of the patients also received 2 g. of oxy- 
tetracycline twice daily, the 11th receiving half this dose. 
Treatment was continued for at least 3 months. 
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As a measure of the value of the treatment serial assess- 
ment of the number of bacteria in the sputum was made 
by four methods: (1) comparison of a direct smear of 
the test sputum with standard smears; (2) a count of the 
bacilli in a film of sputum concentrate; (3) a count of 
the number of viable organisms; and (4) a quantitative 
grading of the cultures. Resistance tests to pyrazinamide 
and oxytetracycline were performed monthly and 
isoniazid-resistance tests were carried out on pre- and 
post-treatment cultures. No alteration was observed in 
the degree of isoniazid resistance during treatment with 
pyrazinamide. Organisms resistant to pyrazinamide 
began to be isolated in all cases after periods varying 
from 28 to 84 days. The study thus confirms that 
pyrazinamide has an important effect on the tubercle 
bacillus in vivo, but that this is of short duration. Clinic- 
ally, patients began to “‘ escape” from the effect in the 
second month of treatment and a fall in sputum positivity 
observed in 10 of the cases was followed by an increase in 
positivity coinciding with the emergence of pyrazinamide- 
resistant bacilli. The concomitant administration of 
oytetracycline failed to delay the onset of pyrazinamide 
resistance. T. M. Pollock 


305. ACTH and Cortisone in the Treatment of Early 
Active Pleuro-pulmonary Tuberculosis. (ACTH e corti- 
sone nella terapia della tubercolosi pleuro-polmonare 
recente ed evolutiva) ; 

R. D’Amprosio, A. GIULIANO, A. DI PAOLO, and D. 
ApicELLA. Lotta contro la tubercolosi [Lotta c. Tuberc.] 
27, 185-227, March-April, 1957 [received Aug.]. 14 
figs., 38 refs. 


The authors report their experience in the treatment of 
23 cases of pulmonary tuberculosis with ACTH (corti- 
cotrophin) and corticosieroids at the Hospital of San 
Filippo Neri, Rome. Three patients were given daily 
doses of ACTH (10 mg.) parenterally, one received 
cortisone (40 mg.), one hydrocortisone (20 to 30 mg.), 
15 prednisone (15 to 20 mg.), and 2 prednisolone (15 
mg.) daily by mouth, and one patient was given hydro- 
cortisone intrapleurally in doses of 25 mg. every 3 days. 
Streptomycin and isoniazid were given at the same time, 
the duration of steroid treatment being 15 to 25 days. 

In 8 cases primary complexes were present; there 
was rapid resolution of exudative parenchymatous 
lesions in a few of these, but not of the lymphadenitis or 
of caseous lesions. In 4 cases with pleural effusion the 
fluid was absorbed fairly rapidly, though it returned on 
discontinuation of steroid therapy inone. Of 13 patients 
with consolidation or atelectasis, there was rapid resolu- 
tion in 6, all with recent exudative disease. In 5 out of 
15 patients with cavities of various sizes there was fairly 
rapid closure. Deterioration did not occur in any of 
the patients, though one suffered from haemoptysis 
and in another cervical lymph nodes enlarged and 
released caseous material. 

[The results recorded in this paper are necessarily 
inconclusive in the absence of any attempt at a controlled 
trial, as is the case in almost all of the papers in the 
rapidly growing literature on corticosteroids in tuber- 
culosis.] Arnold Pines 
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306. Viomycin as Operative Cover for Major Surgery 
for Pulmonary Tuberculosis 

J. R. M. Kamien, N. C. Scott, and J. C. P. WEBER. 
British Journal of Tuberculosis and Diseases of the Chest 
[Brit. J. Tuberc.] 51, 168-172, April, 1957. 16 refs. 


Viomycin became freely available in Great Britain in 
1954 and the literature contains some evidence that the 
drug may be of value in cases of pulmonary tuberculosis 
in which the tubercle bacillus has become resistant to 
other chemotherapeutic agents. This report from High 
Carley Hospital, Ulverston, Lancashire, describes its use 
as a cover for major surgery in 36 patients with organisms 
moderately or completely resistant to at least two of the 
three usual agents—streptomycin, isoniazid, and PAS. 
The types of operation performed were pneumonectomy 
in 13 cases, lobectomy in 5, lobectomy plus wedge in 2, 
segmental resection in 5, and thoracoplasty in the 
remainder. In all but 3 cases 2 g. of viomycin was given 
twice weekly (1 g. morning and evening) for periods 
ranging from 5 to 61 weeks. The chief adverse effects 
noted were erythema, facial oedema, and bronchospasm, 
but the drug had to be discontinued in only 2 cases and 
the dosage reduced in 2 others. In one case postopera- 
tive bronchogenic spread occurred, but there were no 
other serious operative complications. It is well known 
that the risk of bronchopleural fistula following resection 
is much increased in the presence of bacterial resistance, 
but in this series no case of bronchopleural fistula was 
observed. It is concluded from the results that vio- 
mycin is a useful and reasonably safe drug in the condi- 
tions described. T. M. Pollock 


307. The Use of a Plastic Sponge (“‘Ivalon’’) in 
Operative Procedures for Pulmonary Tuberculosis 
M. B. ALLEN and W. R. Wess. Journal of Thoracic 


Surgery [J. thorac. Surg.] 34, 21-35, July, 1957. 8 figs., 
27 refs. 


The history of the development of the thoracoplasty 
and other space-filling devices in the treatment of tuber- 
culosis is briefly reviewed. Experience with the use of 
150 “ ivalon ” (formalinized polyvinyl alcohol) sponges, 
used as space-taking devices in 144 patients over a period 
of 3 years at the Mississippi State Sanatorium, is reported. 
Of these 150 sponges, 75 were primary plombage thoraco- 
plasties, 10 primary extrapleural plombages, and the 
remainder post-resection plombages used either con- 
comitantly with the resection or as a second procedure. 
Of these sponges, 3 have become infected. Following 
their removal and conversion thoracoplasty, healing has 
occurred in all. No tuberculous infection has been 
encountered. One other sponge was removed because 
of fibrosis involving the third trunk of the brachial 
plexus. 


Plombage has proved itself a desirable operation in the 


‘treatment of pulmonary tuberculosis, both for primary 


collapse therapy and as a space-filling device following 
resections. While the final evaluation of a foreign sub- 
stance cannot be determined by four-years’ observation, 
the ivalon sponge appears to be a satisfactory material 
with an acceptably low incidence of complications.— 
[Authors’ summary.] 
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308. Plombage in the Surgical Treatment of Pulmonary 
Tuberculosis. A Study of 400 Cases 

H. Jory, P. TuLou, J. Tire, and J. Journal 
of Thoracic Surgery [J. thorac. Surg.] 34, 36-48, July, 1957. 
7 figs., 12 refs. 


A study of 400 operations for pulmonary tuberculosis, 
making use of methylmethacrylate (“‘ lucite ’’) balls as a 
plombage, is presented. The plombage was extremely 
well tolerated over a period up to six years, provided it 
was separated from the lung and mediastinum by a 
continuous wall of intercostal muscles, with an intact 
blood supply, and periosteal beds. The addition of 
plombage to a surgical collapse provides several advan- 
tages. It prevents pulmonary re-expansion and reduces 
to a minimum the morphologic and functional side- 
effects of collapse therapy. At the present time, we do 
limited thoracoplasties without resection of the first rib, 
and extramusculoperiosteal pneumolyses without cutting 
or resecting any rib... 

It is generally agreed that resection is the best surgical 
treatment for pulmonary tuberculosis, whenever indicated 
and possible. However, when surgery is indicated and 
resection is impossible, or potentially dangerous, thoraco- 
plasty and extrammusculoperiosteal pneumolysis with 
lucite balls may offer a better chance to the patient than 
conventional collapse therapy or continued medical 
treatment and should be considered.—[Authors’ sum- 
mary.] 


309. A Critical Review of the Results of Lung Resection 
for Pulmonary Tuberculosis 

B. J. Bickrorp, F. R. Epwarps, J. R. Espien, J. H. 
GirrorD, O. F. THomas, and J. K. B. WADDINGTON. 
Thorax [Thorax] 12, 152-158, June, 1957. 3 refs. 


Between 1947 and April, 1956, 1,575 cases of pulmon- 
ary tuberculosis were treated by resection at Aintree 
and Broadgreen Hospitals, Liverpool. The first 399 
cases have been followed up for 5 years or more, and 
these form the basis of the present report. Resection 
has been the treatment of choice for all forms of 
the disease. Caseous nodules larger than 2-5 cm. in 
diameter are excised, but areas of active disease which 
are likely to heal without severe lung damage may be 
left behind if the chemotherapeutic control is adequate. 

The immediate (3 months) mortality was 2:25% for 
the cases under review (pneumonectomy, 5%; lobectomy 
and segmental resection, each 1%), but only 1-71% for 
the entire series of 1,575 cases. The most serious com- 
plication was pyothorax (not always with a fistula). 
This occurred in the postoperative stage in 20 cases (5%) 
and was mostly of staphylococcal origin, although 
tubercle bacilli were sometimes demonstrated later. In 
5 cases the pyothorax appeared late (3 to 15 months 
after operation); none of these had had a postoperative 
thoracoplasty. Treatment was by thoracoplasty. There 
were 6 deaths in this group, but the remainder were well 
except for one patient who had an external sinus. The 
most frequent minor complication was “‘ microfistula ” 
or persistent air-leak. Usually the leak sealed off with 
needle drainage, but occasionally secondary thoracotomy 
was required. The complication was much less frequent 


when concomitant thoracoplasty was done. Reactiva- 
tion of disease occurred in about 14% of cases (excluding 
postoperative deaths and pyothoraces). The incidence 
was roughly the same in each operative group, and in 
most cases occurred in the first 3 years—particularly the 
third—after which there was a gradual decline. It was 
found that space-reduction (by thoracoplasty) reduced 
the incidence of post-lobectomy reactivation from 
9-8°% (of 195 cases) to 3-5°% (of 58 cases). The figures 
for segmental resection were inconclusive. It is now the 
authors’ standard practice to perform a corrective 
thoracoplasty, usually including the first rib, 3 to 4 weeks 
after pneumonectomy, lobectomy, or segmental resection 
involving 2 or more segments. No thoracoplasty is 
done where a single segment is resected unless there is 
disease in the opposite apex, when a portion of the first 
rib is removed to prevent tracheal displacement. No 
difference was found in the incidence of reactivation in 
patients under 20 years of age. Complications were 
more common in patients over 50 years of age, and in 
such patients thoracoplasty is preferred to resection if 
there is any doubt about the adequacy of the lung 
function. 

The proportion of patients well and free from any 
évidence of active disease 5 years after operation was 
87%; 9% still had active tuberculosis or had died of 
the disease during this period. 

F. J. Sambrook Gowar 


310. The Surgery of Primary Pulmonary Tuberculosis 
in Children 

J. T. CHESTERMAN. Thorax [Thorax] 12, 159-163, June, 
1957. 8 figs., 1 ref. 


The pathological features of pulmonary tuberculosis — 


in children are discussed briefly. According to the 


author the principles of treatment of pulmonary lesions 


are the same in children as in adults, except that resection 
is the only form of surgery desirable because of its free- 
dom from postoperative deformity. Surgical inter- 
vention is occasioned mainly by gross enlargement 
of the lymph-node element of the primary complex. The 
indications, with the appropriate operations, are: (1) 
Acute rupture into a major air-passage, when immediate 
bronchoscopy may be a life-saving measure. (2) Per- 
foration into a main air-passage resulting in recurrent 
episodes of obstruction, when excision of the nodes and 
suture of the perforation are required. (3) Pressure ona 
bronchus causing atelectasis of more than one month's 
duration, for which excision of the nodes (or incision 
and evacuation) is indicated; operation should not be 
delayed longer than a few weeks, otherwise residual 
lesions involving the lung or mediastinum are apt to 
occur. (4) Pressure causing fibrous bronchial stenosis; 
for this, resection of the stricture and any destroyed lobe 
or lobes is indicated, and bronchial anastomosis may be 
necessary. (5) Residual fibrosis of the lymph nodes may 
lead to superior vena caval obstruction or subcarinal 
oesophageal obstruction. 
Illustrative cases are described. : 
F. J. Sambrook Gowar 
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311. The Sensitivity of Gonococci to Penicillin and Its 
Relationship to “‘ Penicillin Failures ”’ 

J. D. THAYER, F. W. Fiecp, H. J. MAGNUSON, and W. 
GarsON. Antibiotics and Chemotherapy [Antibiot. and 
Chemother.) 7, 306-310, June, 1957. 1 fig., 3 refs. 


When the marked sensitivity and apparent lack of 
development of resistance of the gonococcus to penicillin 
was first realized it was thought by some tfiat the incidence 
of gonorrhoea throughout the world would show a sharp 
decline. In an attempt to ascertain why this has not 
been so the sensitivity and bacteriostatic response to 
penicillin of 31 strains of gonococci obtained from female 
patients were intensively studied at the Venereal Disease 
Experimental Laboratory of the U.S. Public Health 
Service, University of North Carolina. Of these patients 
ll were treated with 1-8 mega units of penicillin 
aluminium monostearate (P.A.M.) which resulted in 
bacteriological cure, but in 10 out of the 20 patients given 
600,000 units of P.A.M. the treatment was bacterio- 
lovically a failure. 

All the strains initially isolated showed in vitro a 
re atively high sensitivity to penicillin (range of concentra- 
tions 0-005 to 0-2 unit per ml.), including those strains 
from the 10 patients in whom treatment failed. In 
order to determine whether the action of penicillin was 
bactericidal or bacteriostatic penicillinase was added to 
all the assay tubes in a concentration sufficient to destroy 
the penicillin, the tubes being then incubated for a further 
48 hours. For 17 out of 19 strains so tested penicillin 
was bacteriostatic for the gonococcus when penicillinase 
inactivation was applied after 24 hours’ exposure to 
penicillin, whereas if the exposure was allowed to con- 
tinue for 48 hours the action of the antibiotic was 
bactericidal. As the authors remark> however, these 
observations of the relatively high sensitivity of all the 
strains of gonococcus to penicillin and the bacteriostatic 
action of penicillin after 24 hours’ exposure fail to 
account for the therapeutic relapses. G. W. Csonka 


312. Failure of Penicillin to Kill Phagocytized Neisseria 
gonorrhoeae in Tissue Culture 

J. D. THayer, M. I. Perry, H. J. MAGNusON, and W. 
Garson. Antibiotics and Chemotherapy (Antibiot. and 
Chemother.] 7, 311-314, June, 1957. 6 refs. 


In a further study carried out at the Venereal Disease 
Experimental Laboratory, University of North Carolina, 
[see Abstract 311], tissue cultures of HeLa cells were 
used to determine whether phagocytized gonococci are 
protected from the bactericidal action of penicillin. 
With the strain of Neisseria gonorrhoeae investigated 
studies in vitro showed that 24 hours’ exposure to the 
action of penicillin was sometimes bacteriostatic, 
whereas exposure for 48 hours was invariably bacteri- 
cidal. Thus 48 hours’ exposure of the infected mono- 
layer of HeLa cells ensured that all extracellular gonococci 
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would be dead and that any outgrowth of the cocci 
after this period must be the result of protection by the 
HeLa cells. The death of extracellular gonococci being 
‘thus assured, the penicillin was then inactivated by peni- 
cillinase, when it was found that outgrowth of the gono- 
coccus from the HeLa cells occurred after 72 to 96 hours, 
whereas in the absence of protecting tissue cells in the 
control media the action of penicillin was bactericidal. 
There is no proof yet of phagocytosis by fixed tissue cells 
occurring in the human host, but, as is pointed out, such 
an occurrence would be a potential source of reinfection. 
G. W. Csonka 


SYPHILIS 


313. Cortisone and Syphilis. Results of Corticotherapy 
Preceding Penicillin Treatment in 120 Cases of Syphilis. 
(Cortisone et syphilis. Résultats de la corticothérapie 
précédant la cure pénicillinée dans cent vingt cas de 
syphilis) 

P..pE GRACIANSKY and C. Grupper. Revue francaise 
d’ études cliniques et biologiques [Rev. frang. Et. clin. biol.] 
2, 579-594, June, 1957. 5 figs., 30 refs. 


The authors present a further report of their experi- 
ences at the H6pital Saint-Louis, Paris, with preliminary 
cortisone followed by penicillin in the treatment over a 
5-year period of 120 patients with syphilis at various 
stages. Various schedules and dosages of cortisone 
were employed, including 100 mg. of cortisone by mouth 
or intramuscular injection for periods ranging from one 
to 5 days or longer. Hydrocortisone was also used, and 
in 2 cases-an intravenous infusion of 25 mg. of ACTH 
(corticotrophin) in glucose-saline was given. Local 
treatment with cortisone was employed in cases of inter- 
stitial keratitis and hydrocortisone was instilled into the 
joints in cases of arthropathy associated with tabes 
dorsalis. During the last year of the study 30 cases 
were treated with 30 mg. daily of 4-1-dehydrocortisone 
(“ cortancyl ’’) for 6 days, a single injection of long-acting 
penicillin being given on the 4th and Sth days. Through- 
out this investigation the authors have consistently given 
either a single injection or a single course of injections of 
various types of long-acting penicillin. During the last 
2 years of the study a single injection of 2,400,000 units 
of a long-acting preparation was the sole penicillin therapy 
administered. All the patients were admitted to hos- 
pital during the treatment period and the usual examina- 
tions and tests carried out. 

One of the authors’ many interesting conclusions is 
that cortisone prevents or attenuates the Herxheimer 
reaction either in its clinical form or as a febrile response 
in all stages of syphilitic infection. It modifies the 
clinical manifestations of all stages of the disease, this 
modification being usually towards amelioration and 
healing of the lesions, but complete healing was not 
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observed with cortisone alone. The findings in respect 
of primary lesions differed from those of Turner and 
Hollander (Bull. Johns Hopk. Hosp., 1950, 87, 505) who 
studied the effect of cortisone on artificially induced 
syphilis in rabbits. Favourable results were obtained 
in the treatment of a small number of cases of neuro- 
syphilis with lightning pains which had proved resistant 
to other forms of therapy. Further, signs of activity 
of the syphilitic infection were modified by cortisone 


therapy, treponemes often disappearing from primary and - 


secondary lesions, and the titre of reagin in the serum in 
cases of primary and secondary syphilis was reduced or 
the usual rapid increase in titre in these cases was halted. 
In cases of tertiary syphilis with clinical evidence of 
activity there was also some fall in the reagin titre, but 
in cases of latent syphilis with a low titre no fall was 
observed after cortisone therapy. In the few cases in 
which the treponemal immobilization test was performed 
a fall in the titre of ‘the immobilizing antibody was 
observed following cortisone. Changes in the cerebro- 
spinal fluid were reversed, the raised cell and protein 
contents first returning to normal, followed later by 
the serological and colloidal gold reactions. 

Cortisone did not appear to modify the sensitivity of 
Treponema pallidum to penicillin, and it was of particular 
value in hypersensitive subjects and those with a history 
of previous penicillin sensitivity. It was also found 
useful in the treatment of pregnant women and in 
patients with syphilis of the cardiovascular and central 
nervous systems. R. D. Catterall 


314. The Problem of Doubtful Results in the Nelson— 
Mayer Test: Technical Precautions in Their Interpretaticn. 
(Il problema dei risultati dubbi del test di Nelson- 
Mayer: accorgimenti tecnici per la loro interpretazione) 
U. BoNCINELLI, R. VAccARI, and L. PINCELLI. Giornale 
italiano di dermatologia [G. ital. Derm.] 98, 217-228, 
May-June, 1957. 16 refs. 


The authors, writing from the University of Modena, 
point out that treponemal immobilization in the Nelson— 
Mayer (T.P.I.) test depends in the last instance on the 
amount of immobilizing antibody present. Between 
the non-reacting, non-syphilitic sera and the clearly 
reacting syphilitic sera there often occur a small number 
of doubtful sera producing 20 to 50°% immobilization, 
and these results are not easily reproducible. Apart from 
** undesired ”’ variables in the test, the only other variable 
is the amount of immobilizin in the serum. When the 
antibody content and specific immobilization of a large 
number of sera are plotted an S-shaped curve is obtained 
of which the vertical part corresponds to the doubtful 
zone of 50°%% immobilization. In the examination of 
some 3,000 samples of serum the authors found that 
2-64% gave a doubtful result. 

Occasionally an injection of killed Reiter’s treponemes 
raises the patient’s antibody level so that a subsequent 
T.P.I. test gives a positive result. But this biological 
approach is time-consuming and the authors therefore 
carried out two parallel series of T.P.I. tests in doubtful 
cases, in one of which they used a double amount of 
serum without doubling the other reagents in the test; 


this showed that the doubled amount of serum by 
itself had no undue’ immobilizing activity. Thus of 
505 sera examined, 331 gave a negative result in both 
tests (less than 20% immobilization), 151 a positive 
result in both (51 to 100° immobilization), and 23 
gave doubtful or different results in the two tests, 
Of these 23 sera, 9 were doubtful in the regular test but 
became positive when double amounts of serum were 
used, immobilization rising from an average of 32-2°%% 
to 70-6%. With 5 sera the result remained doubtful (30 
to 37% immobilization) even when the double quan- 
tity of serum was used, and these were therefore con- 
sidered to be non-specific. The remaining 9 sera gave 
13 to 19% immobilization in the regular test; with the 
double amount of serum 3 became clearly positive and 
6 moved into the doubtful zone. In view of the clinical 
background and the doubling of the immobilization 
titres, all these sera were considered to be specifically 
positive. The technique is therefore of most use in the 
case of doubtful sera, and the simultaneous execution of 
the two series of tests has the advantage of eliminating 
the possibility of biological changes occurring in the 
sera and reagents between tests. F. Hillman 


315. The Pallida Reaction. Its Significance in the 
Modern Serology of Syphilis. (Die Pallida-Reaktion. 
Ihre Bedeutung fiir die moderne Lues-Serologie) 

H. RucGe, H. Knorue, and O. OrTen. Deutsche 
medizinische Wochenschrift [Dtsch. med. Wschr.] 82, 
1231-1232, July 26, 1957. 14 refs. 


The authors first briefly trace the history of treponemal 
antigens. One of the most recently introduced, the 
** pallida ’’ antigen, is obtained by ultrasonic disintegra- 
tion of Reiter’s treponeme. From reports in the litera- 
ture it appears that this antigen binds the protein antibody 
of syphilitic sera, and in the authors’ view it is therefore 
more specific than the lipoid antigens, including cardio- 
lipin. Reiter’s treponeme is, however, not suitable for 
the Nelson—Mayer treponemal immobilization _ test. 
Evidence is quoted from the literature to show that the 
pallida antigen provides a useful additional test, and when 
read in conjunction with the results of other tests using 
treponemal antigens it equals the treponemal immobiliza- 
tion test in efficiency and gives fewer false positive reactions. 

At the University Institute of Hygiene, Kiel, some 1,000 
sera were tested with the pallida antigen, the Wassermann 
reaction using cardiolipin and a traditional antigen, the 
Meinicke II reaction, and the cardiolipin micro test 
(C.M.T.). The results are presented in a table. The 
pallida antigen gave only 2 (0-3°%) false positive results 
and at the same time 568 (80-3°%) specific positive results. 
None of the other tests gave a lower percentage of false 
positive reactions, and only the C.M.T. gave a higher 
number of true positive reactions; at the same time, 
however, this last test gave also 16 (2-2°%) biological 
false positive results. With numerous syphilitic sera 
the pallida antigen was the only one to give a consistently 
positive result. Compared with the C.M.T. the pallida 
reaction gives a titre which is 2:5 times higher. The 
authors suggest that the drawback of high cost of this 
antigen is counterbalanced by the usefulness of the 
reaction. F. Hillman 


31¢ 
Usi 
Sel 
V. 
Cli 
Jul: 
Ver 
Put 
nur 
Tre 
test 
givi 
test 
met 
test 
blue 
> | of s 
con 
imn 
dum 
abst 
O 
the 
a reac 
to tl 
a una 
sera 
48 t 
met! 
J test, 
test 
pren 
may 
that 
dises 
317. 
Il. 
mobi 
trépe 
q 
A. ] 
syph 
July. 
A 
carry 
[for 
sulte 
} tech 
the 1 
ax and 
Thes 
trepc 
not 
meta 
‘4 the | 
0-15 


-VENEREAL DISEASES 95 


316. Comparison of Several Serologic Tests for Syphilis 
Using Treponema pallidum Antigen with Serums from 
Selected Diagnostic-problem Patients 

Vv. H. FALcone and A. Harris. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 28, 91-98, 
July, 1957. 19 refs. 


A comparative investigation is reported from the 
Venereal Disease Research Laboratory of the U.S. 
Public Health Service, Chamblee, Georgia, in which a 
number of different serological procedures using virulent 
Treponema pallidum as the antigen were employed in the 
testing of 28 syphilitic sera and 200 sera suspected of 
giving biological false positive reactions in the standard 
tests for syphilis. These procedures were: (1) the tre- 
‘ponemal immobilization (T.P.I.) test (3 different 
methods); (2) the T. pallidum methylene blue (T.P.M.B.) 
test (the affinity of virulent treponemes for methylene 
blue being lost when they are incubated in the presence 
of syphilitic serum and complement); (3) the T. pallidum 
complement-fixation (T.P.C.F.) test; (4) the T. pallidum 
immune adherence (T.P.I.A.) test; and (5) the T. palli- 
dum agglutination (T.P.A.) test with unabsorbed and 
absorbed sera. 

Of the 28 syphilitic sera, 6 or 7 were non-reactive to 
the T.P.I. test by each of the 3 methods used, 7 were non- 
reactive to the T.P.M.B. test, 9 to the T.P.C.F. test, 12 
to the T.P.I.A. test, and 6 and 14 to the T.P.A. test with 
unabsorbed and absorbed sera respectively. Of the 200 
sera suspected of giving biological false positive reactions, 
48 to 71 were reactive to the T.P.I. test by the 3 different 
methods, 71 to the T.P.M.B. test, 56 to the T.P.C.F. 
test, 75 to the T.P.I.A. test, and 91 and 18 to the T.P.A. 
test with unabsorbed and absorbed sera respectively. 

The authors conclude that ‘“‘it seems likely that a 
premise of absolute specificity for a testing procedure 
may not be tenable, even though it is based on the fact 
that the antigen is prepared from the causal agent of the 
disease ”’. R. R. Willcox 


317. Treponemal Immobilizing Antibodies in Syphilis. 
Il. Technique and Interpretation of the Treponemal Im- 


mobilization Test. (Les anticorps immobilisants de 
tréponémes dans la syphilis. II. Technique et inter- 
prétation du test d’immobilisation des tréponémes) 

A. FRIBOURG-BLANC. Annales de dermatologie et de 
syphiligraphie [Ann. Derm. Syph. (Paris)| 84, 410-420, 
July—Aug., 1957. 


A full description is given of the author’s method of 
carrying out the treponemal immobilization (T.P.I.) test 
[for details of which the original paper should be con- 
sulted]. The main differences from Nelson’s original 
technique are that the medium is modified by increasing 
the thioglycollate concentration to 0-125 g. per 100 ml. 
and by introducing magnesium (0-1 g. MgSO, per 100 
ml.) and sodium glycerophosphate (0-075 g. per 100 ml.). 
These changes are said to improve the survival of the 
treponemes. It is stated that metal Seitz filters should 
not be used for sterilizing the medium as traces of 
metals absorbed during filtration may adversely affect 
the treponemes. The complement dose is increased, 
0:15 ml. of active complement being used in the “ test ” 


tubes and 0-1 ml. of inactivated complement in the “* con- 
trol” tubes. [The reason for using different volumes in 
the two tubes is not stated.] Quantitative tests on 2 
positive control sera are included in each batch of tests, 
human sera being preferred to rabbit sera for these be- 
cause of the anticomplementary properties of the latter. 
The incubation period has been extended from 18 hours 
to 21 to 23 hours at 35° C. as this permits good survival of 
the treponemes and allows the reaction to proceed almost 
to completion. 

In the assessment of qualitative tests the author con- 
siders that sera giving up to 15° specific immobilization 
should be regarded as negative and those giving 15 to 
95% as weakly positive, these results being usually found 
very early or very late in the infection. The importance 
of confirming these weakly positive results by examina- 
tion of a second specimen of serum is stressed._ The find- 
ing of 100°% specific immobilization is thought to indicate 
persistence of treponemal infection. 

As syphilis progresses, the level of immobilizing anti- 
body in the serum rises rapidly and soon produces 100% 
specific immobilization. Once this level has been 
reached a quantitative test is essential for assessment of 
the amount of antibody present, the titre being expressed 
as the highest dilution of serum which will immobilize 
50% of the treponemes under the test conditions. Such 
titres may vary from 50 to as much as 3,000. In un- 
treated cases with latent infection titres of 150 to 500 
are commonly found. After treatment there may be a 
fall in titre followed by stabilization at a lower level; 
reversal to negativity probably only occurs if treatment 
is given very early in latency. Very high titres—1,000 
to 3,000—are often found in patients with actively pro- 
gressive tertiary lesions. In contrast, titres of 8 to 20 
may possibly reflect only residual antibodies left after 
healing. Under satisfactory conditions the reproduci- 
bility of the quantitative test should be within 30 to 40%, 
so that too much significance cannot be attached to 
small variations in titre. A. E. Wilkinson 


318. Experimental Syphilis in White Mice. 
experimentelle Syphilis der weissen Maus) 

W. ~BeRLINGHOFF. Dermatologische Wochenschrift 
[Derm. Wschr.] 136, 929-931, Aug. 31, 1957. 1 fig., 
5 refs. 


In experiments which were carried out at the Fried- 
rich Schiller University, Jena, white mice were inoculated 
with the Nichols strain of Treponema pallidum by the 
intramuscular and intraperitoneal routes. The mice 
remained asymptomatic; but when they were exsan- 
guinated 2 months after inoculation and their tissues 
inoculated into rabbits syphilitic lesions were produced 
after the usual interval: Blood from the mice gave 
negative results with the treponemal immobilization test, 
but the blood of the rabbits gave a positive result. It is 
suggested that the fact that mice experimentally inocu- 
lated with T. pallidum do not suffer from chronic asymp- 
tomatic syphilis may be because the treponemes live in 
symbiosis with the mice, or because some form of natural 
immunity protects these animals without weakening the 
virulence of the treponemes. G. W. Csonka 
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Tropical Medicine 


319. The Effect of Aureomycin on Undernourished 
African Children 


L. G. MacpouGa.tL. Journal of Tropical Pediatrics [J. - 


trop. Pediat.| 3, 74-81, Sept., 1957. 24 refs. 


Malnutrition in children is a constant problem in 
African hospital practice in Kenya. Difficulty in estab- 
lishing a suitable mixed diet, a high rate of cross-infection, 
failure to gain weight, and recurrence of diarrhoea all 
lead to prolonged stays in hospital. The author has 
investigated the effect of antibiotics in such cases at King 
George VI Hospita], Nairobi. The 72 children studied 
were severely undernourished, but not suffering from 
kwashiorkor and were free from active infection. All 
were treated with the standard dietary regimen; in 
addition 38 were given 50 mg. aureomycin daily, while 
34 received a placebo. The trial period varied from 14 
to 49 days (average 37 days). 

A mean daily weight gain of 45-3 g. was recorded in 
the aureomycin-treated group compared with 14-1 g. 
in the controls given a placebo, this difference being 
regarded as highly significant. Improvement of psycho- 
logical disturbances and of appetite was more frequent 
in the group receiving the antibiotic and there was a 
significant rise in serum albumin level as well as in 
haemoglobin value. Aureomycin did not prove effective 
in eradicating cross-infection, but there was a lower 


incidence in the treated group (19 cases as against 28 in 


the control group). There was an absence of any drug 
reaction or untoward side-effect, and no emergence of 
resistant bacteria. It is concluded that small daily 
doses of aureomycin have a beneficial effect on severely 
undernourished African children. David Friedberg 


320. Veno-occlusive Disease of the Liver 

K. L. Sruart and G. Bras. Quarterly Journal of 
Medicine (Quart. J. Med.| 26, 291-315, July, 1957. 
15 figs., bibliography. 


In previous papers the authors discussed the clinical 
and pathological features of veno-occlusive disease of 
the liver. Inthe present paper from University College 
of the West Indies they. analyse in detail the findings in 
84 cases and describe 10 at length. Clinically, the disease 
is characterized by three overlapping stages. In the acute 
stage, usually seen in children aged 6 months to 12 years, 
abdominal discomfort rapidly develops and there is a 
smooth, firm, and often gross hepatomegaly with ascites. 
Some patients recover completely from this acute attack, 
but a number die from liver failure. In some cases the 
acute stage may progress into the subacute or the disease 
may be subacute from the onset. This stage is character- 
ized by persistent hepatomegaly and sometimes spleno- 
megaly, often with recurrence of ascites; the patient is 
usually symptom-free. The chronic stage is that of 
cirrhosis, which progresses more rapidly than cirrhosis 
from other causes. 


The clinical diagnosis of veno-occlusive disease of the 
liver may be confirmed by puncture biopsy, but when 
cirrhosis is severe, as in the chronic stage, liver biopsy 
may be of little help. The incidence of the disease is 
highest in children aged 1 to 3 years; in the present 
series 33 patients were under 3 years and only 13 were 
adults. In all the cases the results of liver function tests 
were abnormal, the most consistent and significant 
abnormalities being found in serum cholinesterase and 
albumin concentrations. Of 41 patients followed up 
for periods up to 4 years, 7 had developed chronic cir- 
rhosis, 3 had subacute veno-occlusive liver disease, and 
31 had recovered completely. A further 17 patients had 
died. W. H. Horner Andrews 


321. Cyanosis in Manson’s Schistosomiasis. Role of 
Pulmonary Schistosomatic Arterio-venous Fistulas 

J. Lopes pe Faria, J. Czapski, M. O. RiBetro LEITE, 
D. DE OLIVEIRA PENNA, T. Fuyioka, and A. B. DE ALHOA 
CINTRA. American Heart Journal [Amer. Heart. J.] 54, 
196-204, Aug., 1957. 6 figs., 12 refs. 


In patients with schistosomiasis some of the eggs 
deposited by Schistosoma mansoni in the venules of the 
intestinal wall may be swept back through the portal 
vessels to the liver, causing eventually hepatic cirrhosis, 
portal hypertension, and splenomegaly. Sometimes 
these ova escape from the portal into the systemic circula- 
tion through dilated anastomotic channels and are 
carried to the lungs. 

The authors have studied, at the Hospital das Clinicas, 
University of Sao Paulo, 2 patients in whom long-standing 
schistosomiasis had resulted in hepatic cirrhosis and 
marked cyanosis with clubbing of the fingers. In both 
cases the spleen had been removed at an earlier date. 
The heart in one case was normal in size and in the other 
only slightly enlarged, and the degree of cyanosis observed 
could not therefore be attributed to cor pulmonale, 
Both patients, young adult women aged 22 and 25 
respectively, died and post-mortem examination of sec- 
tions of the lungs revealed numerous arterio-venous 
fistulae apparently produced by necrotic changes sur- 
rounding schistosome ova which had lodged in the small 
pulmonary vessels. It is considered that the develop- 
ment of arterio-venous fistulae may be a major factor in 
the production of cyanosis in chronic schistosomiasis. 

It was noted that the walls separating the blood in the 
dilated venules from the alveolar air-spaces were very 
thin, and the authors suggest that this may have accounted 
for the rapid improvement in oxygenation of the blood 
observed after inhalation of oxygen. Angiocardiography 
in one patient showed a. “ lace-work” pattern in the 
lungs which persisted for 9-6 seconds after injection of 
the contrast medium. In both patients the plasma 
chloride level and carbon dioxide combining power were 
low. L. G. Goodwin 
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Allergy 


322. Biophysical Characterization of Reaginic and 
Blocking Sera 

J. R. CANN, and M. H. Lovetess. Journal of Allergy 
[J. Allergy] 28, 379-391, Sept., 1957. 5 figs., 21 refs. 


Fractionation of the proteins in the serum of an asth- 
matic woman sensitive to cotton seeds but never treated 
by desensitization was carried out by the electrophoresis— 
convection technique of Nielsen and Kirkwood. The 

various fractions obtained were then used for skin tests 

on several normal subjects in graded dilutions, and the 
minimum quantity of each capable of sensitizing normal 
skin was determined. The thermostable or blocking 
antibody content of each fraction was determined by a 
direct inhibition test with added antigen. It was found 
that the skin-sensitizing antibody was contained in the 
B-zlobulin fraction, while the blocking antibody was 
associated with the two y-globulin fractions. The loca- 
tion of the skin-sensitizing antibody was confirmed by 
the examination of 3 other sera, one with reagins for 
insulin and two with reagins for pollen. 

\If these results are confirmed, considerable progress 
will have been made in our knowledge of this subject. 
It will be most interesting to see whether the formation 
of blocking antibody (which is caused by our present 
methods of hyposensitization treatment) interferes with 
the amount of skin-sensitizing antibody. ] 

H. Herxheimer 


323. Fluctuation of Arterial Blood Pressure in Asthma 
K. A. J. JARVINEN.. British Medical Journal (Brit. med. J.} 
1, 1328-1330, June 8, 1957. 1 fig., 9 refs. 


At the University of Helsinki the fluctuations in blood 
pressure which occur during attacks of bronchial asthma 
were studied in 33 patients, it being observed that blood 
pressure is highest at the start of expiration and lowest 
at the end of expiration or the beginning of inspiration. 
These fluctuations were most marked during severe 
attacks, when the average change in systolic pressure was 
25--1-7 mm. Hg; in moderately severe attacks the 
fluctuation was 13+1-5 mm. Hg, and in mild attacks 
4-0-6 mm. Hg. 

The changes in blood pressure in clinically healthy 
subjects breathing through glass tubes of various dia- 
meters were then recorded. Intra-arterial pressure in 
the femoral artery was recorded by Sandborn’s electro- 
manometer and compared with readings obtained by 
a mercury sphygmomanometer. The results by both 
methods showed that fluctuations in pressure were 
directly related to the diameter of the glass tubes, the 
fluctuations being most marked when the tube of smallest 
bore (2-5 mm.) was used. The diastolic pressure varied 
less than the systolic. Finally, changes in intrathoracic 
pressure, measured by means of an intra-oesophageal 
catheter, were found to be related to fluctuations in the 
arterial pressure. A close correlation was thus observed 
between the severity of the respiratory obstruction and 
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the degree of fluctuation in the arterial pressure at dif- 
ferent phases of respiration. It is suggested that these 
alterations in blood pressure may help in assessing the 
severity of attacks of bronchial asthma. 

R. S. Bruce Pearson 


324. The Treatment of the Acute Asthmatic Attack with 
an Oral Alcohol—Water Solution of Theophylline (“‘ Elixo- 
phyllin 
J. SCHLUGER, J. T. MCGINN, and B. BURBANK. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
234, 28-30, July, 1957. 2 refs. 

A 20% alcohol-and-water solution of theophylline 
(“‘ elixophyllin ’’) was given by mouth to 50 patients at 
the Long Island College Hospital, Brooklyn, N.Y., for 
an acute attack of asthma, each patient receiving 400 mg. 
of theophylline in 75 ml. of the solution. In 37 patients 
there was complete relief of the asthmatic attack and in 
5 partial relief; 8 patients failed to respond. One patient 
had abdominal pain and vomited after ingesting the drug. 

The authors state that administration of theophylline 
by mouth in an alcohol-water solution is simpler than 
by intravenous injection. Significant blood levels of the 
drug are attained 15 minutes after ingestion, these being 
comparable to the levels achieved with 250 mg. of 
aminophylline (theophylline ethylenediamine) given 
intravenously or 500 mg. given intramuscularly. _ 

R. S. Bruce Pearson 


325. The Limited Use of Chlorpromazine in Bronchial 
Asthma 

A. L. MICHELSON and F. C. LoweLt. American Journal 
of the Medical Sciences [Amer. J. med. Sci.| 234, 31-34, 
July, 1957. 3 refs. 

It has been reported that chlorpromazine is beneficial 
in the treatment of bronchial asthma. At the Evans 
Memorial Hospital (University School of Medicine), 
Boston, intravenous infusions of chlorpromazine (15 
to 25 mg. in 250 ml. of saline) were given to 7 asthmatics 
and 7 healthy subjects, and the effect of the drug on car- 
diac and respiratory function was studied. There was 
no significant difference between the asthmatic patients 
and the controls in the effect of the drug on pulse rate, 
blood pressure, respiratory rate, tidal volume, vital 
capacity, or the electrocardiogram. Moreover, no 
objective evidence of bronchodilatation was noted in 
the asthmatics, 2 of whom were worse after the treatment. 
The authors state that sedation was the only consistent 
effect observed, and that while this action of the drug 
may relieve anxiety and apprehension and may, by reduc- 
ing the minute volume, lead to a decrease in audible 
wheezing and auscultatory signs, there is no reason to 
believe that it has any direct effect on the asthmatic state. 

{The false impression created by the sedative action of 
chlorpromazine is in some ways similar to that which led 
to the use of morphine, now recognized to be ineffective, 
in asthmatic attacks.] R. S. Bruce Pearson 
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Nutrition and Metabolism 


326. Hypertonic Expansion of the Extracellular Fluids. 
[In English] 

R. A. McCance and E. M. Wippowson. Acta Paedia- 
trica [Acta paediat. (Uppsala)| 46, 337-353, July, 1957. 
2 figs., 34 refs. 


In experiments, reported from the University of Cam- 
bridge, on 3 premature infants aged 24, 3, and 6 weeks 
respectively and on three litters of newborn pigs it was 
shown that both in the infants and in the piglets the 
addition of salt to the milk diet led to an increase in extra- 
cellular fluid volume, the development of oedema, and 
increased serum sodium and chloride levels. The rate 
of breakdown of tissue protein was reduced in this state 
of hypertonic expansion of the extracellular fluid, and 
notably there was no increase in potassium excretion, 
as would occur in adults. Similar results were obtained 
when water was substituted for the milk. Full details 
of the results are tabulated. In the infants the con- 
dition was rapidly reversed when salt-loading was stopped. 

It is pointed out that a similar condition cannot be 
easily induced in adult animals, since they can excrete the 
excess salt in the urine and may even contract their body- 
fluid volume in so doing. 
mechanism controlling the release or otherwise of salt- 
retaining hormones appears to be much less responsive 
in the newborn, though some control is undoubtedly 
retained, as some of the results showed. 

D. A. K. Black 


327. The Effects of Different Food Fats on Serum 
Cholesterol Concentration in Man 

J. T. ANDERSON, A. Keys, and F. GRANDE. Journal of 
Nutrition [J. Nutr.] 62, 421-444, July 10, 1957. 25 refs. 


A prolonged nutritional experiment carried out at a 
State mental hospital is described in this paper from the 
University of Minnesota, Minneapolis. During the 
entire period of the experiment, which lasted for 4 years, 
159 schizophrenic patients, selected as being co-operative 
and physically healthy and divided into matched groups, 
were under the constant supervision of special resident 
workers in addition to the hospital staff. Their outdoor 
recreation was standardized and for at least 4 weeks 
before the start of each experimental period they were 
given a standard American diet of about 3,000 Cal., 
containing some 90 g. of protein, 140 g. of fat (35 to 
41% of total calories), and an adequate supply of vita- 
mins. In the different phases of the experiment a basic 
low-fat (28 to 35 g., providing 9 to 12% of total calories) 
diet of similar total caloric value was given which was 
adjusted by substituting one or other type of fat for 
carbohydrate in isocaloric quantities. The diets were 
prepared by special dietitians whose responsibility was 
limited to the subjects taking part in the experiment. 

It was again demonstrated that a low-fat diet decreases 
the mean serum cholestero! level substantially. The 


It is suggested that the . 


addition of 50 g. of olive oil or cottonseed oil (in sub- 
stitution for carbohydrate) raised the cholesterol level, 
but only to a level half-way between those given by the 
low-fat and the original control diets. The addition of 
various single types of fat to the low-fat diet to bring its 
fat content to the same level as that of the control diet 
(in which the fats were mixed, but mainly consisted of 
butter fat and meat fats) resulted in many cases in a 
reduced serum cholesterol level as compared with that 
given by the control diet; the greatest depressing effect 
was exerted by corn oil, followed in order by sunflower- 
seed oil, sardine oil, cottonseed oil, and olive oil. While 
100 g. of coconut oil added to the low-fat diet daily pro- 
duced much the same serum cholesterol level as did the 
control diet, 100 g. of butter fat increased the cholesterol 
level markedly. The changes in the total serum choles- 
terol content were accounted for by changes in the 
cholesterol carried in the f-lipoprotein fraction of the 
plasma proteins. 

The authors conclude that at least three factors are 
concerned in determining the serum cholesterol level, 
namely, saturated fatty acids, di-ethenoid fatty acids, 
and an unknown factor in corn oil. They found it 
difficult to assess the role of mono-ethenoid fatty acids 
such as oleic acid, which is the most abundant of all fatty 
acids in foods used all over the world. They consider 
that the chain length of the fatty acids and the phos- 
phatides in food fats may also be of importance for 
the cholesterol level. While in all experiments the addi- 
tion of saturated fats increased the serum cholesterol 
level more than polyunsaturated fats, this effect could 
not be fully related either to the degree of saturation 
(iodine value) or to the linoleic acid content of the fats 
concerned. Z. A. Leitner 


328. Effect of Long-chain Polyunsaturated and Satur- 
ated Fatty Acids on the Serum-Lipids of Man 

L. Horutck and B. M. Craic. Lancet [Lancet] 2, 
566-569, Sept. 21, 1957. 6 figs., 18 refs. 


The substitution of corn oil in isocaloric quantities for 
the mixed fats of a freely chosen diet for a period of 3 
weeks resulted in a reduction of the mean fasting serum 
cholesterol level by 20 to 30°% and the proportion of 
B-lipoprotein cholesterol by 5 to 10% in 3 healthy young 
men. A high intake of butter fat (54°% of total calories) 
for 3 weeks resulted in a slight increase in the serum 
cholesterol level (by 5 to 10%) in 3 other subjects; 
substitution of an isocaloric amount of corn oil for a 
further 3 weeks then led to a 20 to 30% reduction of the 
serum cholesterol level. The proportion of 8-lipoprotein 
cholesterol was unaffected by the high intake of butter 
fat, but fell by about 10°% (in 2 subjects) when corn oil 
was substituted. 

In a third experiment ethyl linoleate, safflower oil, and 
ethyl linoleate plus 600 mg. cholesterol daily were given 
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for successive periods of one week, forming 40°% of the 
total calories, to 3 subjects. During the 3 weeks the 
serum cholesterol level fell progressively to 30 to 40% 
below the initial level. An isocaloric quantity of ethyl 
stearate was then substituted for the linoleate for 2 weeks 
without effect on the serum cholesterol level. The pro- 
portion of 8-lipoprotein cholesterol fell during the first 
part of this experiment, but rose to its original value 
by the end of the third week. The ratio of cholesterol to 
pnospholipid in the serum rose during the administration 
of ethyl linoleate, but fell to normal by the end of the 
e.periment. 

A low-fat diet (10 g. daily, 4°% of total calories) was 
then given to 3 subjects for 10 days, atthe end of which 
time the serum cholesterol level had fallen to 20 to 30% 
below the initial value. The addition of ethyl linoleate 
(40°% of total calories) caused no further reduction of 
the serum cholesterol level. The effect on f-lipoprotein 
cholesterol was slight. Finally, each of 4 subjects, after 
2 weeks on a low-fat diet, was given either ethyl linoleate, 
ethyl stearate, corn oil, or butter fat for 12 to 21 days in 
gradually increasing amounts until 70 to 80 g. had been 
added. In no case was the serum cholesterol level, 
reduced by the low-fat diet, increased by the addition of 
fat. Faecal studies showed that nearly all the intake of 
corn oil and butter fat and 65 to 70% of the intake of 
ethyl stearate and ethyl linoleate up to 60 g. daily was 
absorbed. 

The authors conclude that their results do not support 
the hypothesis that highly unsaturated fats specifically 
depress serum cholesterol levels. M. Lubran 


329. Observations in Man upon the Osmotic Behaviour 
of the Body Cells after Trauma 

V. WynN and B. J. HouGHToN. Quarterly Journal of 
Medicine [Quart. J. Med.| 26, 375-392, July, 1957. 
1 fig., 33 refs. 


The authors state that the cause of serum hypotonicity 
after trauma, surgical or otherwise, has been extensively 
investigated, but that the results have been conflicting. 
After detailing the main possible causes they describe 
a study carried out at St. Mary’s Hospital Medical School, 
London, in which observations were made of serum 
electrolyte levels and of water and electrolyte balance in 
13 patients with acute disturbance of body fluid, in 10 
cases after surgical operation, and in 3 after the occur- 
rence of cardiovascular incidents (myocardial infarction 
in 2 and dissecting aortic aneurysm in one). ; 

The changes in serum electrolytes were in all cases con- 
sistent with the changes in water and electrolyte balance 
and with the assumption that “* taking the body-cells as 
a whole, osmotic adjustments occur by the redistribution 
of water and electrolytes according to the concentrations 
of the osmotically-active solutes on both sides of the cell- 
membrane ”—a view put forward by Gamble et al. over 
30 years ago (J. biol. Chem., 1923, 57, 633). The con- 
sistency of the results in the present study (details of 
which are tabulated) therefore supports this assumption; 
it is necessary to take account of the potassium balance, 
which plays an important part in determining serum 
osmolarity, as well as of the sodium and water balances. 
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In the cases studied the osmotic effects of sodium and 
potassium were the same. Hyponatraemia after trauma 
could be explained by the external balance of water, 
sodium, and potassium, and it was not necessary to 
postulate important internal shifts of sodium. 

D. A. K. Black 


330. Changes in the Nervous System in Acute Por- 
phyria 

R. Herons. Brain [Brain] 80, 176-192, June, 1957 
(Part 2). 9 figs., 22 refs. 


After a review of the literature, the pathological 
changes in 6 cases of acute porphyria admitted to King’s 
College Hospital, London, are described, together with 
the post-mortem findings in 5 of the cases. It is con- 
sidered that the changes in the peripheral nerves and 
some of the changes in the brain occurring in this disease 
may result from a metabolic disturbance and that such 
changes are probably reversible. Vascular lesions secon- 
dary to hypertension may also cause extensive cerebral 
damage. Photomicrographs are reproduced to show the 
histological changes in the brain, spinal cord, and 
peripheral nerves. G. S. Crockett 


331. The Use of Chelating Agents in the Treatment 
and Diagnosis of Haemochromatosis. (Les agents ché- 
lateurs dans l’hémochromatose. Méthode théra- 
peutique ou test de diagnostic) 

J. WARTER and J. P. Wemtt. Presse médicale [Presse 
méd.} 65, 1371-1373, Aug. 10, 1957. 3 figs., 17 refs. 


Whereas the body normally contains about 3-5 g. of 
iron, in haemochromatosis the amount varies from 20 
to 50 g. In the hope of mobilizing and removing some 
part of this excessive accumulation of iron the authors 
have treated 2 patients with haemochromatosis at Medical 
Clinic A of the University of Strasbourg with the chelating 
agent sodium calciumedetate in doses of 0-5 or 1 g., 
administered intravenously in 250 ml. of isotonic glucose 
solution, twice daily. The first patient received altogether 
8 g. and the second 24 g. of the chelating agent, in both 
cases without any deleterious effect. There was a rise 
in the serum iron level from about 150 yg. to about 250 
pg. per 100 ml., and 2 to 4 mg. of iron was excreted daily 
in the urine during the period of administration of the 
drug. This treatment had no effect on the clinical con- 
dition, but the authors suggest that it might on occasion 
perhaps prevent deterioration. 

They also suggest the use of sodium calciumedetate in 
a diagnostic test for haemochromatosis in cases of hepatic 
cirrhosis. When the 24-hour urinary excretion of iron 
was measured before and during the administration of 
the chelating agent for 2 days no significant change was 
noted in 6 cases of uncomplicated alcoholic cirrhosis, 
whereas in 3 cases of haemochromatosis the amount 
excreted increased by 2-01, 1-31, and 1-84 mg. respectively. 

H. Lehmann 


332. Renal Function in Wilson’s Disease 

A. G. Bearn, T. F. YU, and A. B. GUTMAN. Journal of 
Clinical Investigation [J. clin. Invest.] 36, 1107-1114, 
July, 1957. 31 refs. 
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333. Salivary Adenomas of the Buccal Cavity 

K. Harrison. Annals of Otology, Rhinology and Laryn- 
gology {Ann. Otol. (St Louis)] 66, 459-472, June, 1957. 
8 figs., 21 refs. 


Of 63 salivary tumours of the buccal cavity investi- 
gated and treated at the Christie Cancer Hospital and 
Holt Radium Institute, Manchester, and the Manchester 
Royal Infirmary, 27 proved to be mixed adenomata and 
36 showed the pattern of a cylindroma. The present 
paper is mostly concerned with the cylindroma. This is 
described as an. epithelial tumour with an adenoid 
structure which appears to arise in the mucous-gland 
ducts; it is rarely encapsulated and invades the sur- 
rounding tissues. Ulceration may occur early. A 
preliminary biopsy is considered the best method of dis- 
tinguishing between a cylindroma and a mixed adenoma. 
It is recommended that if the tumour can be removed 
by a wide surgical excision this should be done; only 
occasionally is a cylindroma sensitive to radiation. The 
prognosis is not good; out of the 36 patients with 
cylindroma, only 3 were alive and free from disease 10 
years, 9 years, and 4 years respectively after treatment. 

William McKenzie 


334. Environmental Factors in Cancer of the Upper 
Alimentary Tract. A Swedish Study with Special Refer- 
ence to Plummer-—Vinson (Paterson—Kelly) Syndrome 

E. L. Wynper, S. HULTBERG, F. JACossson, and I. J. 
Bross. Cancer [Cancer (Philad.)| 10, 470-487, May- 
June, 1957. 14 figs., 37 refs. 


In 1919 both Paterson and Kelly described a syndrome 
of dysphagia which they suspected might be a precancer- 
ous condition. A study of Swedish cancer statistics 
has revealed a high incidence of cancer of the upper 
alimentary tract, and particularly of the lower hypo- 
pharynx and adjacent oesophagus, among Swedish 
women as compared with women in Denmark, England, 
and the United States. This increase has been shown 
statistically to run parallel with an increased prevalence 
of the Plummer-—Vinson syndrome among Swedish 
women. 

A large-scale inquiry carried out among 810 patients 
at Radiumhemmet, Stockholm, showed that the majority 
of the women with cancer at this site had had dysphagia 
for over 20 years, and also that early edentia was signifi- 
cantly more common in this group. While the abuse 
of tobacco and alcohol played a significant aetiological 
role in the development of cancer of the upper alimentary 
tract in Swedish men, this could not account for the high 
frequency of hypopharyngeal cancer in the women. 
Further inquiry showed that the diet of the women from 
the areas affected was deficient in fresh meat, fresh-water 
fish, green vegetables, and fruit, and had a dispropor- 
tionally high carbohydrate content. In the treatment 
of the atrophic hypopharyngeal changes it has been 


shown that in the early stages these may respond to the 
administration of iron or in some cases to riboflavin. 
As an aid to the prevention of the condition, therefore, 
the Swedish public health authorities in 1938 suggested 
the addition of iron and vitamins to flour, and imple- 
mentation of this suggestion appears to have been 
followed by a reduction, recently observed, in the inci- 
dence of the Plummer-—Vinson syndrome. 
Norman C. Tanner 


335. The Sweat Test in Cystic Fibrosis of the Pancreas 
C. L. J. Vink. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.] 94, 40-45, July, 1957. 2 figs., 
13 refs. 


A study of the value of the sweat test in cystic fibrosis 
of the pancreas was carried out at the University Hospital, 
Leiden, Netherlands, the objects being to determine 
whether there were any differences in sweat excretion at 
different places on the abdominal skin, to compare the 
sodium and chloride concentrations of the sweat at these 
different sites, and to compare the results of sweat 
analysis in 23 patients (aged 3 months to 16 years) with 
cystic fibrosis of the pancreas, 12 relatives of these 
patients, and 45 controls. The sweat was collected by 
means of electrolyte-free gauze placed at three sites on 
the abdomen and was then weighed and analysed. There 
were no appreciable differences between the mean sweat 
excretion rates at the three sites, nor were there any differ- 
ences in the concentrations of sodium and chloride in 
the sweat from these sites. In patients with cystic 
fibrosis of the pancreas the concentrations of sodium and 
chloride were considerably higher than in controls and 
relatives of patients; and the concentrations in the last 
group were appreciably higher than those in controls. 

It is concluded that the sweat test is of value in the 
diagnosis of cystic fibrosis of the pancreas. 

John Fry 


STOMACH 


336. A Study of Occupational Associations with Gastric 
Cancer 


A. S. Kraus, M. L. Levin, and P.R.GERHARDT. Ameri- 
can Journal of Public Health [Amer. J. publ. Hlth) 41, 
961-970, Aug., 1957. 10 refs. 


A full and careful occupational history was taken from 
56 male patients with cancer of the stomach and from 4 
control groups-of patients with other diseases, totalling 
677, admitted to the Roswell Park Memorial Institute, 
Buffalo, New York, between November, 1948, and 
September, 1951. So far as possible the groups were 
matched for age and other factors, and precautions wefe 
taken to make the statistical comparison a fair one. 
Presumed occupational exposure to various physical and 
chemical agents was then determined in each case and 
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the duration and concentration of exposure carefully 
assessed. 

The main: occupations significantly associated with 
gastric cancer*were those in metal industries, including 
blast furnaces, steel works, rolling mills, and the like, 
which involved exposure to iron dust, 12°5% of the 
patients with cancer of the stomach having a history of 
such exposure for 10 years or more compared with 1% 
of the controls. No such association was found with 
exposure to grain dust, as in farming, unless there had 
been previous employment in one of the metal industries. 
An increased incidence of gastric cancer was, however, 
found among men exposed to inorganic dust containing 
free silica (sand), as in road work, building construction, 
and coal-mining, 17-99% of the group with gastric cancer 
having a history of such exposure for 10 years or more 
as against 7-8°% of the controls. The study showed no 
relation between gastric cancer and smoking, but did 
suggest that the lower socio-economic groups were more 
susceptible to the disease than the higher. 

One clear relationship which seemed to be almost 
specific was a remarkable association of cancer of the 
stomach with Polish birth, independent of any occupa- 
tional factors. This genetic factor has been noted pre- 
viously in the literature, and the method of analysis 
used in this study gives valuable confirmation of this 
important observation. Thomas Hunt 


337. Jejunal Biopsy after Partial Gastrectomy 

I. McL. Barirp and O. G. DopGe. Quarterly Journal of 
Medicine [Quart. J. Med.) 26, 393-400, July, 1957. 11 
figs., 13 refs. 


In this paper from the University of Sheffield the 
authors describe the technique of jejunal biopsy with the 
use of Wood’s biopsy tube. By this means satisfactory 
fragments of jejunal mucosa were obtained for histo- 
logical examination from 29 of 32 patients who had 
previously undergone partial gastrectomy. There were no 
untoward sequelae of the biopsy in any of these cases. 
A specimen was also obtained from each of 2 post-gast- 
rectomy patients while undergoing a further abdominal 
operation. Of this total of 31 patients, 17 had iron- 
deficiency anaemia and 5 steatorrhoea, but there was no 
evidence of recurrent ulceration. Further biopsy speci- 
mens taken from the jejunum just distal to the 
anastomosis during gastrectomy in 11 cases showed 
almost identical histological appearances. These were 
taken as the normal and used as a basis for comparison 
in describing the jejunal es in the various groups 
studied. 

No abnormalities were seen in 23 of the 31 specimens, 
but in the remaining 8 there were hyperaemia and oedema 
of the villi, mild atrophy of villi, and mild inflammatory 
infiltration in the mucosal stroma. These changes were 
not specific for either the anaemic or the steatorrhoeic 
group of patients, and in 3 of the 9 non-anaemic cases 
hyperaemia, oedema, or hypertrophic jejunitis was noted 
within 3 months of partial gastrectomy. In 14 of the 
biopsies from the 17 anaemic patients no abnormality 
was observed, while of the remaining 3, 2 showed oedema 
of the villi and one jejunal atrophy. These 17 patients 
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had undergone gastrectomy from 2 to 9 years previously, 
but in none of these cases, in common with the rest of 
the series, was any relationship established between the 
time since operation and the histological changes. Of 
the specimens from the 5 patients with proven stea- 
torrhoea, 3 were normal, one showed atrophy, and one 
jejunitis. 

In the opinion of the authors, iron-deficiency anaemia 
and steatorrhoea after gastrectomy are not regularly 
accompanied by consistent histological changes in the 
jejunum, and therefore the malabsorption of iron or fats 
in such cases cannot be attributed to alterations in the © 
structure of the jejunal mucosa. J. Warwick Buckler 


LIVER 


338. Sodium Diuresis from Amphenone Given to 
Patients with Cirrhosis and Ascites 

S. J. Wo.re, B. Fast, J. M. StorMonrT, and C. S. Davip- 
son. New England Journal of Medicine [New Engl. J. 
Med.} 257, 215-218, Aug. 1, 1957. 3 figs., 23 refs. 


Amphenone (1:2-bis-[p-aminophenyl]-2-methyl pro- 
panone-1-dihydrochloride), a drug that reduces adreno- 
cortical activity, was given to 3 patients with hepatic 
cirrhosis and ascites which had failed to respond to 
routine diuretic measures. Sodium intake was restricted 
to about 10 mEq. daily and protein intake was 60 to 80 g. 
daily. Fluids were not restricted. Prednisone, 30 mg. 
daily, was given for its known effect in mitigating the 
hepatic coma or allied state that amphenone induces in 
cirrhotic patients and also to compensate for glucocorti- 
coid suppression by amphenone. After 7 to 10 days of 
prednisone treatment amphenone was given in a dosage 
up to 6 g. daily for 3 to 7 days. In control periods 
urinary sodium excretion was about 1 mEq. daily in 
each case, and this was not appreciably affected by 
prednisone. Amphenone caused marked sodium diure- 
sis, the highest daily outputs being 58 mEq., 76 mEq., 
and 173 mEq. respectively for each of the 3 patients. 
There was associated increase in urine volume and weight 
loss, but no significant change in potassium excretion. 
Sodium diuresis was presumed to be due to suppressed 
aldosterone production. One patient developed slurred 
speech, dry mouth, and lethargy, and another became 
stuporous and had a flapping tremor, but neither 
had associated electroencephalographic abnormalities. 
These adverse neurological manifestations are probably 
related to the sedative properties of the drug and limit 
its usefulness as a therapeutic agent. K. G. Lowe 


339. On the Natural History of Esophageal Varices 
which are Secondary to Portal Cirrhosis 

E. D. Parmer. Annals of Internal Medicine [Ann. 
intern. Med.] 47, 18-26, July, 1957. 1 ref. 


In this paper from the Walter Reed Army Hospital, 
Washington, D.C., the author points out the uncertain 
nature of our knowledge of the natural history of 
oesophageal varices in cirrhosis of the liver, and -em- 
phasizes the importance of enlarging such knowledge 
with a view to the better utilization of portal shunt. 
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operations. He here reports the results of direct and 
serial intra-oesophageal observations on such varices in 
133 patients with proved hepatic cirrhosis, 24 of whom 
were women. The serial observations covered an average 
period of 32-6 weeks, and in one case extended over 
nearly 5 years. The oesophagoscopic technique is 
described, and also a method for the measurement of the 
varices, in bulk and individually. In 24 patients attempts 
to record the portal venous pressure were made by insert- 
ing a needle attached to a simple water manometer into 
a varix. This procedure was shown to be practicable, 
but the author admits that the results were not always 
dependable and often had to be discounted. 

The most important finding was that oesophageal 
varices wax and wane for no obvious reason, and cer- 
tainly not because of any changes in the progress of the 
hepatic lesion. In 35 patients in whom varices were 
known to exist thty had apparently disappeared alto- 
gether at one examination, but might be found again 
after an interval of 1 to 2 weeks. Their variability in 
size at different times was often astonishing. The author 
points out that oesophageal varices are only one of the 
“escapes ”’ or outlets of raised portal venous pressure, 
the others including, for example, haemorrhoids and 
dilated retroperitoneal veins. He considers that the 
various escapes of high portal pressure may apparently 
act quite independently of one another, and this would 
explain the now well-recognized changes in the natural 
history of oesophageal varices. J. W. McNee 
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340. Further Observations on Patients with Malignant 
Carcinoid 

A. SJOERDSMA, H. WeIssBACH, L. L. Terry, and S. UDEN- 
FRIEND. American Journal of Medicine [Amer. J. Med.]} 


‘23, 5-15, July, 1957. 2 figs., 24 refs. 


The results of clinical and biochemical studies on 6 


‘patients and of the examination of material from 13 


further patients with the carcinoid syndrome (argen- 
taffinoma) are here reported from the National Institutes 


of Health, Bethesda, Maryland. A wide variety of 
clinical manifestations, including the classic signs of 
flush, right-sided heart disease, diarrhoea, and asthma 


were found associated notably with a shunting of tryp- 
tophan to the 5-hydroxyindole pathway of metabolism. 
Large amounts of serotonin (5-hydroxytryptamine; 5- 
HT) were present in tumour tissue. High concentrations 
of platelet-adsorbed 5-HT were confirmed spectrofluori- 
metrically, but because of technical difficulties a free- 
plasma right-—left 5-HT gradient, presumably responsible 
for the heart lesions, could not be demonstrated during 


cardiac catheterization studies. 5-HT was not present 


in the cerebrospinal fluid. 

The metabolite 5-hydroxyindoleacetic acid (5-HIAA) 
was shown for the first time to be present in the plasma 
of these patients in amounts ranging from 0-2 to 0-8 yg. 
per ml. 5-HIAA excretion in the urine ranged from 14 
to 680 mg. per 24 hours (normal value 2 to 9 mg. per 24 
hours). Although increased amounts of circulating 5-HT 
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could not be demonstrated during flushes, it was noted 
that urinary 5-HIAA output rose at this time. _ Excretion 
of 5-HIAA could be diminished by administration of 
probenecid, implying an active tubular trahsport mechan- 
ism. Studies with 5-hydroxytryptophan, the 5-HT pre- 
cursor, labelled with radioactive carbon indicated a 
biological half-life for 5-HT of 54 days and a pool size 
of 2,800 mg. in a patient who was excreting 350 mg. of 
5-HIAA daily. Low plasma tryptophan levels and a low 
urinary excretion of N-methylnicotinamide were also 
present in those patients because of the diversion of 
tryptophan from the nicotinic acid pathway. 
Pharmacological studies showed that although the 
content of serotonin in the platelets could be depleted by 
reserpine, which liberates 5-HT from its binding sites, 
tumour tissue was more refractory; the urinary 5-HIAA 
output was not affected by reserpine. Lysergic acid 
diethylamide and its brominated derivatives, which have 
been shown to have some action as 5-HT antagonists in 
vitro, were without effect in therapy. Chlorpromazine, 
however, had some attenuating effect on the flushins 
attacks. [This has not been confirmed by other authors.; 
M. Sandler 


341. Determination of 5-Hydroxytryptamine, 5-Hyd- 
roxyindole Acetic Acid and Histamine in Thirty-three 
Cases of Carcinoid Tumor (Argentaffinoma) 

B. PERNow and J. WALDENSTRUs:. American Journal of 
Medicine [Amer. J. Med.] 23, 16-25, July, 1957. 2 figs., 
48 refs. 


Biochemical studies of the 5-hydroxyindole pathway 
of tryptophan metabolism were carried out by the authors 
on 33 histologically proven cases of the carcinoid syn- 


_ drome (argentaffinoma) at the Karolinska Institute, 


Stockholm, and Lund University, Malm6, Sweden, the 
patients being divided into two groups: (1) 22 cases in 
which tumour tissue was known to be present, and 
(2) 11 in which it was believed to have been completely 
removed. 

In Group 1 raised serum 5-hydroxytryptamine (5-HT) 
levels of up to 5-2 yg. per ml. were found (normal 
<0-2 wg. per ml.). Urinary 5-HT excretion was also 
increased, values up to 1,320 ug. per 24 hours being 
found. Tumour tissue contained high concentrations 
of 5-HT, and the amount of the metabolite 5-hydroxy- 
indoleacetic acid (5-HIAA) excreted in the urine was 
shown to be roughly proportional to the amount of 
tumour tissue present. In all cases there was raised 
5-HIAA excretion, which in one severe case amounted 
to as much as 1,320 mg. per 24 hours (normal <10 mg. 
per 24 hours). A raised urinary excretion of histamine 
was also found in 7 out of 8 patients in whom this was 
studied. It is suggested that this may be due either to 
histamine production by tumour tissue [which seems un- 
likely] or to histamine released peripherally by 5-HT. 

In the 11 patients in Group 2 from whom tumour 
tissue had been removed normal 5-HT and 5-HIAA con- 
centrations were found. The authors stress the impor- 
tance of repeated urinary 5-HIAA determinations in 
suspected cases because of the very variable daily 
excretion of this metabolite. M. Sandler 
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342. Results of Portacaval Shunts in the Treatment of 
Portal Hypertension 

C. S. WeLcu and A. G. Ramos. Surgery [Surgery] 41, 
156-768, May, 1957. 2 figs., 32 refs. 


From the Veterans Administration Hospital, Albany, 
‘ew York, the authors review the final results in 40 
patients suffering from portal hypertension who were 
treated by portal-systemic venous shunt. The accepted 


indications for surgery in these cases was a history of 


previous haemorrhage and evidence of the presence of 
oesophageal varices. In the authors’ experience the 
majority of survivors from one severe haemorrhage are 
fit for surgery, since the fact of their survival indicates 
that they still have fairly good liver function. However, 


persistent jaundice, marked ascites, and a serum albumin 


level below 3 g. per 100 ml. are contraindications to 
surgery. 

On 23 of the patients a portacaval shunt and on 17 a 
spleno-renal shunt was performed. The operative mor- 
tality was 15°% (6 deaths). As the series progressed the 
superiority of tiie portacaval type of shunt in permanently 
preventing further haemorrhage became evident and the 
spleno-renal shunt was therefore gradually abandoned 
except for cases of extra-hepatic block of the portal vein. 
Only one of the 15 patients surviving after portacaval 
anastomosis had any recurrence of bleeding, whereas 
among the 17 patients treated by spleno-renal shunt 
there were 6 who bled after operation. There were 11 
deaths in the follow-up period, 6 of these patients dying 
from hepatic failure, 3 from recurrent bleeding, and 2 
from other causes. Post-mortem examination in 6 of 


4 these cases disclosed a thrombosed spleno-renal shunt. 


[This paper is a valuable contribution to the literature 
on the treatment of portal hypertension.] 
F. B. Cockett 


343. Primary Lymphoedema. Clinical and Lym- 
phangiographic Studies of a Series of 107 Patients in 
Which the Lower Limbs Were Affected 

J. B. KinmMontu, G. W. TAy.or, G. D. Tracy, and J. D. 
MarsH. British Journal of Surgery (Brit. J. Surg.) 45, 
1-10, July, 1957. 14 figs., 19 refs. 


From St. Thomas’s and St. Bartholomew’s Hospitals, 
London, comes this report on 107 cases of primary (non- 
inflammatory) lymphoedema of the lower limb, over 
10°%, of which (77 cases) were in females. In 18 cases 
there was a family history of lymphoedema, 2 of these 
being cases of congenital (Milroy’s) disease, and there 
were 10° further congenital, non-familial, cases. The 
onset in 82 of the remaining 95 cases occurred under the 
age of 35 (lymphoedema praecox). In 14 cases associ- 
ated congenital abnormalities were present; in 7 cases 
these were vascular and included capillary haemangio- 
mata. The oedema was confined to one lower limb in 
47 cases, affected both legs in 44, and involved other 
areas of the body in 16. Only 26 of the 107 patients gave 


a history of previous inflammation, and in 24 of these the 
lymphoedema had preceded the inflammation. 

Lymphangiography was carried out on 87 of the 
patients, diodone being introduced into a lymphatic 
vessel previously visualized by means of injection of 
patent blue violet into the subcutaneous tissues of the 
foot. In 12 cases there was complete absence of lymph 
trunks (aplasia) and in 49 there was hypoplasia, the lymph 
trunks being deficient either in size or number or in 
both. In 21 cases the lymphatic channels were tortuous 
and broader than normal and showed incompetence to 
back-flow—“ varicose lymphatics ’’. Dermal back-flow 
into the fine subcutaneous capillaries was demonstrated 
in 19 cases. In 5 of these this was the only abnormality 
found; the appearances in these cases were similar to 
those seen in secondary lymphoedema due to a localized 
block, the oedema spreading distally from the area of 
back-flow. The authors conclude that primary lymph- 
oedema is, in the majority of cases, due to some con- 
genital maldevelopment of the lymphatic system. 

H. F. Reichenfeld 


344. ‘* Diamox ”’ (Acetazoleamide) as an Oral Diure- 
tic in Ambulatory Cardiac Patients 

W. S. BRAVEMAN, R. L. Dexter, and A. L. Rusin. 
American Heart Journal [Amer. Heart J.) 54, 284-290, 
Aug., 1957. 11 refs. 


The efficacy of acetazolamide (“‘ diamox ”’) as a diuretic 
was assessed in 21 ambulatory patients with oedema 
secondary to congestive heart failure at Bellevue Hospital, 
New York. All the patients were receiving an adequate 
maintenance dose of digitalis and a low-salt diet; 20 
had had mercurial diuretics intramuscularly for periods . 
ranging from 6 months to 7 years; the remaining patient 
received acetazolamide from the time oedema first 
developed. It is emphasized that the only alteration in 
the treatruent regimen of these patients was the substitu- 
tion of one 250-mg. tablet of acetazolamide daily for 
parenteral mercurial therapy. The patients were seen at 
frequent intervals during treatment with acetazolamide. 

It was found that in all the patients optimal body 
weight was maintained as effectively with this dosage of 
acetazolamide as with mercurial diuretics. Patients who 
were taken off all diuretic treatment for a short time 
gained weight owing to oedema, but all returned to an 
oedema-free state when administration of acetazolamide 
was resumed. No side-effects such as paraesthesiae, 
anorexia, or drowsiness were noted, and no significant 
alteration in plasma electrolyte values was observed. 

The authors conclude that acetazolamide is an effective 
and safe diuretic for use in ambulatory cases [although 
allowance must be made for the limitations of the 
investigation, such as the small number of patients and 
the fact that the efficacy of the drug was assessed from 
alterations in body weight rather than from the results 
of electrolyte balance studies]. Joan Yell 
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DIAGNOSTIC METHODS 


345. Electrocardiographic Patterns Simulating Coron- 
ary Occlusion in Patients with Chronic Rheumatic Cardio- 
valvular Disease 

A. M. Master, M. L. SILverBLaTT, I. ROSENFELD, and 
E. Donoso. American Heart Journal [Amer. Heart J.] 
54, 50-58, July, 1957. 2 figs., 18 refs. 


The electrocardiograms in 220 consecutive cases of 
chronic rheumatic heart disease and of 220 patients 
examined during the same period showing no evidence 
of cardiovascular disease were analysed and compared. 
Whereas none of the latter showed abnormal Q patterns 
in Leads V1 or V2, 15 of the former tracings were “* com- 
patible with interpretation of myocardial infarction due 
to coronary occlusion”. Only 4 of the patients con- 
cerned had other evidence of infarction; of the remaining 
11, 9 had left ventritular hypertrophy and 2 right bundle- 
branch block. Sometimes a deeply inverted initial 
ventricular deflection in Leads V1 and V2 may be mis- 
takenly interpreted as a QS wave, whereas actually a 
small r wave preceding it, buried in the P-R segment, 
indicates the correct interpretation to be rS. In such 
cases the correct diagnosis may be established by means 
of leads recorded from the right chest and vectorcardio- 
graphy. 

[Anatomical findings were not available. In normal 
subjects R waves are not uncommonly absent in V1, and 
occasionally in both V1 and V2, in association with 
certain positions of the heart.] A. Schott 


- 346. The Application of the Ultrasonic Echo Method 


in Cardiac Diagnosis. (Uber die Anwendung des Ultra- 
schall-Echoverfahrens in der Herzdiagnostik) 
S. Errert, H. Erxkens, and F. Grosse-BRoOCKHOFF. 
Deutsche medizinische Wochenschrift | Dtsch. med. Wschr.} 
$2, 1253-1257, Aug. 2, 1957. 8 figs., 21 refs. 


The method of investigation described in this paper 
from the Diisseldorf Academy of Medicine is based on a 
principle used for detecting faults in industrial materials 
and also for determining the depth of the ocean. Ultra- 
sonic waves are produced by means of a quartz disk 
placed in a high-frequency field and are reflected at the 
boundary between two media, the reflected waves being 
converted into electric oscillations by means of the 
same piezo-electric quartz disk and, after amplification, 
recorded by an oscillograph. A frequency of 2:5 mega- 
cycles per second was found to be the most suitable, the 
transmitter being placed over the heart and reflections 
obtained from the thoracic wall, left atrium, and other 
structures, each of which is recorded as a separate 
tracing, the distance of which below the baseline depends 
on the depth of the structure concerned. Any variations 
in the distance from the anterior chest wall of that 
structure will therefore be reflected in the tracing, an 
upstroke indicating movement towards, and a down- 
stroke movement away, from the anterior chest wall. 

The ultrasonic “‘ echo ” tracing from the left atrium, 
to which the present study is confined, can easily be dis- 
tinguished from those from other structures by the far 
greater amplitude of its variations. Simultaneous 


electrocardiographic and phonocardiographic recordings 
make it possible to correlate these changes with the 
several phases of the cardiac cycle. Shortly after the 
beginning of the P wave a slight rise occurs in the echo 


_tracing indicative of the start of atrial contraction, at 


which stage the atrium approaches the anterior chest 
wall. This is followed almost immediately by a steep 
descent due to the atrium moving away from the chest 
wall during the phase of maximum atrial contraction, 
This stage extends through the beginning of ventricular 
contraction, the lowest point coinciding approximately 
with the beginning of the S-T segment. Subsequently 
the tracing slowly ascends, concurrently with the increase 
in volume of the left atrium while the mitral valve is 
closed. The start of ventricular diastole produces a 
distortion in this ascending limb, which is attributed to 


: he rise of the atrio-ventricular border, filling of the 


atrium continuing while the mitral valve is still closed. 
At the moment of opening of the mitral valve the echo 
tracing shows a steep descent corresponding with the 
passive filling of the left ventricle until the cycle starts 
again with the shallow wave associated with atrial con- 
traction. 

In mitral stenosis the diminished rate of emptying of 
the left atrium results in a less steep descent after the 
initial rise in the echo tracing, and the angle formed 
between this portion of the tracing and the horizontal 
serves as a basis for calculation of the velocity of move- 
ment of the atrial wall. Tracings from a patient with 
mitral stenosis before and after mitral valvotomy are 
reproduced, from which it is calculated that the velocity 
of movement of the atrial wall had increased from. 15 
to 28 mm. per second. Further observations are neces- 
sary to evaluate the changes produced by mitral 
incompetence. 

It is emphasized that this method of investigation is 
free from risk, and it is hoped that in certain cases it may 
yield information which may make it possible to dispense 
with catheterization. A. Schott 


CONGENITAL HEART DISEASE 


347. Interatrial-pressure Relationships after Closure 
of Atrial Septal Defects in Man 

A. H. PEMBERTON, J. W. KIRKLIN, and E. H. Woop. 
Circulation [Circulation] 15, 568-574, April, 1957. 
11 refs. 


In 16 cases of atrial septal defect studied at the Mayo 
Clinic by cardiac catheterization before operation there 
was a positive pressure gradient between the left and 
right atria, its mean averaging 3-5 mm. Hg. The 
average cardiac index for the group was normal. There 
was no rise in left atrial pressure immediately after the 
surgical closure of the defect, and the pulmonary arterial 
wedge pressure was normal in all cases in which catheter- 
ization was performed subsequently. Associated mitral 
stenosis was present in 2 cases and was responsible for 
an abnormally high interatrial pressure difference after 
closure of the septal defect. Only in one case (with 
additional mitral regurgitation and hypertensive cardio- 
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vascular disease) was there postoperative evidence of left 
ventricular failure. It is concluded that intracardiac 
pressure and flow can be expected to return to normal 
immediately after operation in such cases if the defect 
has been completely closed. Gerald R. Graham 


348. A Hemodynamic Study of Atrial Septal Defect 
and Associated Anomalies Involving the Atrial Septum 

W. H. WerpMAN, H. J. C. Swan, J. W. DusHANE, and 
E. H. Woop. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.| 50, 165-185, Aug., 1957. 6 
figs., 28 refs. 


Up to October, 1954, 121 patients with abnormal inter- 
atrial communication had undergone cardiac catheter- 
izetion at the Mayo Clinic. The present report is con- 
cerned with the haemodynamic findings in 71 of these, 
comprising 65 cases in which an atrial septal defect was 
considered to be the primary anomaly and 6 cases of the 
haemodynamically similar condition of persistent com- 
mon atrio-ventricular canal. In 44 instances the atrial 
septal defect was uncomplicated, and of the remaining 21 
it was associated with pulmonary hypertension in 13, 
anomalous pulmonary venous connexions in “6, and 
mitral valvular disease in 2. Cases complicated by 
other anomalies, notably organic stenosis of the pul- 
monary valve and ventricular septal defect, were excluded 
from this review. 

in more than three-quarters of the 71 cases pulmonary 
blood flow was moderately or markedly increased, the 
mean value for the whole group being 8-3 litres per 
minute per sq. m. body surface, which is about 2} 
times the normal value. Pulmonary flow was less than 
normal in 7 patients, all of whom had severe pulmonary 
hypertension. In uncomplicated cases the systemic out- 
put was usually within the normal range, and an appreci- 
able decrease was noted in only 5 of the patients with 
pulmonary hypertension. Blood oxygen saturation data 
indicated that the interatrial shunt was purely left-to- 
right in 64% of the group, purely right-to-left in 7°%, 
and bidirectional in 249%. Dye-dilution methods, how- 
ever, which were used in the latter part of the investiga- 
tion, demonstrated the existence of small right-to-left 
shunts, insufficient to lower arterial oxygen saturation 
appreciably, in the majority of patients studied. The 
dye-dilution curves further revealed that in more than 
10°, of patients with right-to-left shunts (whether of 
small or large magnitude) there was preferential shunting 
of blood from the inferior vena cava, while a similar 
proportion showed preferential left-to-right shunting 
from the right lung. 

Pulmonary arterial pressure was measured in 66 
patients. In 45 it was normal or only slightly raised 
(systolic pressure less than 41 mm. Hg), in 6 it was 
moderately raised (systolic pressure 41 to 60 mm. Hg), 
and in 15 there was severe pulmonary hypertension 
(systolic pressure greater than 60 mm. Hg). In the first 
of these groups there was no correlation between pressure 
and flow in the pulmonary artery; among those with 
pulmonary hypertension, however, an inverse relation- 
ship between the two was apparent. In 59 cases pressure 


records were taken during withdrawal of the catheter 
I 
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across the pulmonary valve and the systolic pressure 
gradient between right ventricle and pulmonary artery 
could thus be estimated. This averaged 6 mm. Hg (range 
0 to 20 mm. Hg) compared with an average value of 
2 mm. Hg (range 0 to 7 mm. Hg) for 22 healthy subjects 
examined in the same laboratory. (Patients with a 
systolic pressure gradient of more than 20 mm. Hg were 
excluded from the analysis as probably having organic 
stenosis of the pulmonary valve.) There was a significant 
correlation between the magnitude of the gradient and 
the level of pulmonary blood flow. 

The diagnosis of persistent common atrio-ventricular 
canal is suggested by the typical radiological appearance 
of the catheter passing from the right atrium to the left 
ventricle, together with the finding of a significantly 
increased oxygen saturation in the right ventricle, 
indicating an accompanying defect in the ventricular 
septum. It is important to differentiate this condition 
from atrial septal defect because of the much more 
complex surgical problem which it presents. 

S. G. Owen 


349. Transposition of the Aorta and Pulmonary Artery 
with Pulmonary Stenosis 

W. P. CLELAND, J. F. Goopwin, R. E. STemner, and 
M. Zoos. American Heart Journal [Amer. Heart J.} 
54, 10-22, July, 1957. 10 figs., 12 refs. 


In this report from the Postgraduate Medical School 
of London the authors describe the clinical and patho- 
logical features and surgical treatment of 8 cases in which 
transposition of the aorta and pulmonary artery was 
associated with pulmonary stenosis. The clinical picture 
of transposition with associated pulmonary stenosis 
differs from that of transposition alone in that in the 
former there is pulmonary plethora and in the latter 
pulmonary oligaemia. 

All 8 patients (5 males and 3 females ranging in age 
from 11 months to 8 years) were intensely cyanosed and 
undersized, and their exercise tolerance was severely 
restricted. The full volume of the peripheral arterial 
pulses, present in several cases, and the loud, single 
second sound heard in the pulmonary area are important 
signs enabling this condition to be distinguished from 
Fallot’s tetralogy. The radiological appearances of the 
heart varied considerably. Abnormalities of the middle 


third of the left cardiac contour may be due to the 


enlarged right auricular appendage, the dilated outflow 
tract of the right ventricle, or the abnormally placed 
aorta. Angiocardiography proved most valuable in the 
differential diagnosis by demonsirating the abnormal 
position of the aorta in the antero-posicrior and lateral 
views. An important observation was that absence of 
radio-opacity in the main pulmonary artery or its left 
branch on angiocardiography cannot be taken to indicate 
pulmonary atresia, since in 4 out of 5 cases in which this 
occurred the vessels were found at operation to be 
patent. In addition to Fallot’s tetralogy, the differential 
diagnosis is from pulmonary atresia, certain types of 
persistent truncus arteriosus, and transposition of the 
great vessels with normal or underfilled lungs but with- 
out pulmonary stenosis. 
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In 7 cases a subclavian-pulmonary arterial anasto- 
mosis was performed, and in the remaining case an aorto- 
pulmonary anastomosis. Four patients, who were fol- 
lowed up for periods ranging from 1 to 24 years, were 
strikingly improved, 3 patients died, and in the remain- 
ing case the time of observation was only one month. 
It is concluded that this condition can be diagnosed with 
reasonable accuracy on clinical and angiocardiographic 
grounds and that surgical treatment, despite its consider- 
able risk, is justified in view of the fact that prognosis is 
otherwise very poor. A. Schott 


350. Massive Atelectasis of the Left Lung in Children 
with Congenital Heart Disease 

L. M. Rivkin, R. C. Reap, C. W. LILLenel, and R. L. 
Varco. Journal of Thoracic Surgery [J. thorac. Surg.| 
34, 116-125, July, 1957. 5 figs., 3 refs. 

In a large proportion of infants with pulmonary hyper- 
tension there are varying degrees of atelectasis or obstruc- 
tive emphysema in the left lung, and in some cases massive 
atelectasis or suppurative pneumonia may develop. 
In this paper from the University of Minnesota Medical 
School, Minneapolis, are described 8 cases of massive 
atelectasis of the left lung in infants with severe congenital 
heart disease, characterized by left-to-right shunt, pul- 
monary plethora, and pulmonary hypertension. At 
operation or post mortem the left pulmonary artery in 
these infants was seen to compress the left main bronchus, 
confirming the evidence obtained bronchoscopically. 
The authors point out that in the infant the bronchus is 
soft and has a small lumen that is easily compressed; 
in the adult pulmonary arterial enlargement does not 
apparently lead to severe bronchial obstruction. Mass- 
ive atelectasis in the infant’s lung cannot be corrected 
at operation, but spontaneous resolution may occur 
slowly. Partial or total collapse of the left lung is con- 
sidered an urgent indication for definitive correction 
of the cardiac anomaly. K. G. Lowe 


BACTERIAL ENDOCARDITIS 


351. Bacterial Endocarditis Superimposed on Syphilitic 
Aortitis. (Endocarditis bacteriana desarrollada sobre 
aortitis sifilitica) 

S. Aceves, A. ELIzALpe R, and M. GONZALEZ LUNA. 
Archivos del Instituto de cardiologia de México [Arch. 
Inst. Cardiol. Méx.| 27, 231-263, May-June, 1957. 
10 figs., bibliography. 

The authors have made a detailed study of the records, 
together with available sections and specimens, of 1,815 
necropsies carried out between September, 1944, and 
February, 1956, at the National Institute of Cardiology 
of Mexico. There was cardiovascular disease in 1,785 
cases, syphilitic mesaortitis being present in 142 (8-5%) 
of these and bacterial endocarditis in 104 (5-8%). Of 
the 142 cases of syphilitic aortitis, 26 (18-3°%) were in 
women, compared with 27 (25%) of the 104 cases of 
bacterial endocarditis. 

In 100 of the 142 casés of syphilitic aortitis the aortic 
valves were involved, and in 9 cases in this group (and 
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in none of the others) bacterial endocarditis was super- 
imposed on the syphilitic disease. These cases were all 
in males whose ages varied from 28 to 55 years, with an 
average of 39 years; 2 of them had additional evidence 
of rheumatic involvement of the mitral valve. Out of 
476 cases of rheumatic disease of the aortic valve in 
this series, bacterial endocarditis was superimposed in 
45 (9-4°%); thus the incidence of bacterial endocarditis in 
aortic valvular disease due to syphilis was virtually 
identical with that found in rheumatic aortic valvular 
disease. 

Details are given of the clinical findings in the 9 cases 
of bacterial endocarditis superimposed on syphilitic 
disease. In 3 cases there was no fever, in 3 it was 
atypical and irregular, and in 3 it was very occasional; 
in 4 cases there was clubbing of the fingers, while in an 
equal number the spleen was palpable. Urinary changes 
were present in 6 cases, but the finding of Osler nodes 
was not recorded in any. Heart failure had a rapid and 
progressive course and did not respond to treatment. 
There was clinical evidence in 2 cases of embolism in the 
limbs and in 2 of myocardial infarction. Purpura was 
noted in one case only. Serological tests for syphilis 
gave positive results in 6 cases and negative in 2, and 
were not performed in one. Blood culture was positive 
in only 2 out of the 6 cases in which it was carried out, 
Pulmonary infarction, right-sided or bilateral, occurred 
in 8 cases. In 5 there was electrocardiographic evidence 
of coronary insufficiency, and of the 7 cases in which 
there was no rheumatic involvement of the mitral valve, 
6 had left bundle-branch block. 

The incidence of both bacterial endocarditis and syphi- 
litic aortitis in Mexico is declining. In a 2-year period 
ending in 1946 among 310 necropsies at the Institute 
there were 28 cases of bacterial,endocarditis and 44 of 
syphilitic aortitis, whereas in a similar period ending in 
1956 among 371 necropsies there were only 11 cases of 
bacterial endocarditis and 20 of syphilitic aortitis. 

[This is a detailed and valuable study.] 

‘ Eric Dunlop 


352. Bacterial Endocarditis following Cardiac Surgery 
C. DENTON, E. G. Pappas, J. F. Uriccnio, H. GoLp- 
BERG, and W. Likxorr. Circulation [Circulation] 15, 525- 
531, April, 1957. 18 refs. 


Of 2,263 patients subjected to cardiac surgery at the 
Hahnemann Hospital and Bailey Thoracic Clinic, 
Philadelphia, between 1950 and 1955, 20 developed sub- 
acute bacterial endocarditis after operation (one out of 
374 with congenital heart disease and 19 out of 1,889 
with acquired valvular disease). Aortic valvotomy 
(alone or combined with mitral commissurotomy) had 
been performed in 13 of the 19 cases of acquired heart 
disease. In one-third of the cases the infection developed 
within 10 days of operation, but in almost the same 
number of cases there was an interval of at least 3 
months. A _ staphylococcus was the most frequen 
causative organism and generally proved to be penicillin- 
resistant, but was usually sensitive to carbomycin of 
chloramphenicol, or to both. The administration of 
massive doses of antibiotics cured 8 patients of the 
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infection, but completely failed to arrest it in 6 of the 
12 who died. 

The bad prognosis of subacute bacterial endocarditis 
following cardiac surgery is ascribed to the stress of the 
operation in general, the trauma to the valve or valves, 
and the predominance of staphylococci as the causative 
organisms. Gerald R. Graham 


CHRONIC VALVULAR DISEASE 


353. ** Left Heart ’’ Radiopotassium Dilution Curves 
in Patients with Rheumatic Mitral Valvular Disease 

H. L. Conn, D. F. HEIMAN, W. S. BLAKEMORE, P. T. 
_Kuo, and S. B. LANGFELD. Circulation [Circulation] 15, 
532-539, April, 1957. 1 fig., 11 refs. 


Dilution curves were obtained by sampling femoral 
arterial blood for 30 to 60 seconds after consecutive 
injections of 15 to 20 uc. of radioactive potassium (42K) 
into the left atrium, left ventricle, and root of the aorta 
during left heart catheterization in 9 patients with 
rheumatic mitral valvular disease. There were marked 
differences between the curves in cases of pure mitral 
stenosis and those of predominant mitral regurgitation. 
The circulation time was prolonged up to 3 times the 
normal, and was approximately the same whether the 
injection was made into the left atrium or the left ven- 
tricle in 4 cases of essentially pure mitral insufficiency. 
In 4 cases of mixed stenosis and insufficiency, however, 
the mean circulation time was more nearly normal, but 
the ventricular ”’ time was consistently shorter than 
the “ atrial” time. This tendency was greatly exagger- 
ated in the one case of essentially pure mitral stenosis. 
The results are held to confirm the view that in the left 
heart in mitral stenosis there is an increase in atrial volume 
only, whereas in mitral regurgitation not only are both 
atrial and ventricular volumes increased, but there is also 
marked turbulence of flow in the two chambers. 

Gerald R. Graham 


354, A Clinical and Humoral Study of the Post- 
Syndrome. (Studio clinico ed umorale 

della sindrome post-commissurotomica) 

D. and C. Picone. Minerva medica [Minerva 


med. (Torino)| 48, 2287-2292, July 4, 1957. 2 figs., 
30 refs. 


The authors have studied 150 patients subjected to 
mitral valvotomy at the University Medical Clinic, 
Padua. After operation there were 2 definite and 2 
probable cases of recurrence of rheumatic fever, while 
in 16 cases the post-commissurotomy syndrome, 
marked by fever of acute onset and left-sided pleurisy, 
developed at various intervals up to 6 months after 
surgery. The temperature rose to 40° C. and was accom- 
panied by profuse sweating. The condition responded 
to administration of steroid hormones but not to anti- 
biotics or antihistaminics. Pleurisy, without cough or 
haemoptysis, was typical, and was accompanied by a 
transient eosinophilia. Blood examination revealed a 
normocytic, normochromic anaemia with increased 
fragility and spherocytosis, and there was also urobilin- 
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uria. Frequently a mild neutrophilia was present, and 
the erythrocyte sedimentation rate was increased in all 
cases, while a decrease in the serum albumin level and an 
increase in the o2- and y-globulin fractions was noted in 
many cases. 

The literature on the subject is reviewed and diecuned. 
The authors conclude that this syndrome is not rheumatic 
in nature, but that there is an immunological hyper- 
reactivity. David Friedberg 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


355. Ventricular Arrhythmias after Intravenous Sodium 
Lactate in Heart Block 

J. F. Murray and S. H. Boyer. Circulation [Circula- 
tion] 15, 547-558, April, 1957. 6 figs., 10 refs. 


To 11 patients with complete atrio-ventricular dis- 
sociation and one with 2:1 block molar or 0-5 molar 
sodium lactate solution was administered intravenously 
on 22 occasions at New York City and King’s County 
Hospital, Brooklyn, to increase the ventricular rate. 
Increased frequency of ectopic beats occurred in 7 
patients, of whom 6 developed ventricular tachycardia 
on 10 occasions, often preceded by ventricular slowing. 
The desired increase in ventricular rate without ectopic 
beats was obtained in only 4 cases on 6 occasions. 
Isoprenaline was more effective, and had none of these 
side-effects, in 6 of the 10 cases in which it was used. 

Gerald R. Graham 


356. Indications and Contraindications for the Use of 
Molar Sodium Lactate 

S. BELLeT and F. WASSERMAN. Circulation [Circulation] 
15, 591-602, April, 1957. 6 figs., 15 refs. 


The authors describe their experience at the Phila- 
delphia Generali Hospital and the Graduate Hospital 
of the University of Pennsylvania in the intravenous 
administration of molar or 0-5 molar sodium lactate 
solution to 101 subjects, including 5 normal subjects, 
84 patients with various types of heart block or ventricu- 
lar arrest, and 12 patients with hyperpotassaemia. This 
treatment proved to be a safe and rapid way of reversing 
the cardiotoxic effects of hyperpotassaemia. It was 
successful in the treatment of frequent Stokes—Adams 
attacks in 10 patients after other drugs had proved in- 
effective. It reversed cardiac arrest during cardiac 
surgery (usually after other means had failed) in 7 out 
of 12 patients, 4 of whom ultimately made a complete 
recovery. 

In general, use of sodium lactate is contraindicated in 
the presence of extrasystoles; if it is considered neces- 
sary to give it in such circumstances constant electro- 
cardiographic control must be maintained. The develop- 
ment of extrasystoles or an increase in their frequency, 
paroxysmal ventricular tachycardia, and congestive heart 
failure are among the untoward effects of sodium lactate 
therapy. The drug is not recommended for routine use 
in cases of asymptomatic complete heart block. Pre- 


liminary comparisons suggest that sodium lactate — 
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“ manifests less profibrillatory qualities’ than, and is 
therefore to be preferred to, isoprenaline and adrenaline, 
which it can replace or supplement as needed. 

Gerald R. Graham 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


357. Studies on the Inhibition of Fibrinolysis by Lipids 
H. B. W. Greic and I. A. Runpe. Lancet [Lancet] 2, 
461-464, Sept. 7, 1957. 4 figs., 28 refs. 


An investigation to determine the nature of the lipid 
material responsible for the inhibition of fibrinolysis 
which follows consumption of a fatty meal is described 
from the South African Institute for Medical Research, 
Johannesburg. Examination of the blood of 2 subjects 
following ingestion of fatty meals showed that the degree 
of inhibition of fibrinolytic activity varied according to 
the nature of the fats ingested. This effect bore no 
relation to the iodine value of the fats, and the inhibitory 
factor was thought to be associated with the f-lipoprotein 
content of the meal. The implication of these findings is 
discussed in relation to the aetiology of coronary throm- 
bosis, the occurrence of which, the authors suggest, 
depends on “ a postulated interaction of the fibrinolytic 
mechanism of the blood, the lipid-clearing system of the 
blood, the f-lipoproteins, and the effects of dietary fat 
on the composition of the f-lipoproteins’’. 

J. B. Wilson 


358. Coagulability of the Blood in Ischaemic Heart- 


disease 
L. and M. Lancet [Lancet] 2, 
457-460, Sept. 7, 1957. 4 figs., 11 refs. 


In an investigation at the National Heart Hospital, 
London, to explore the possibility that increased coagu- 
lability of the blood may be an aetiological factor in 
ischaemic heart disease, the coagulability of the blood 
in 48 patients with this disease was compared with that in 
48 healthy controls of equivalent age. No case of 
recent myocardial infarction was included in the series. 
With the use of several different methods of estimation a 
statistically significant difference was found between the 
two groups, patients with ischaemic heart disease showing 
the greater blood coagulability. No difference in the 
contact clotting times, the amount of Factor VII in 
plasma or serum, or in the total platelet counts was 
demonstrated. The significance of these findings in 
relation to vascular thrombosis is discussed. 

J. B. Wilson 


359. Shoulder-Hand Syndrome following Myocardial 
Infarction with Special Reference to 

J. EDEIKEN. Circulation [Circulation] 16, 14-19, July, 
1957. 2 figs., 22 refs. 

The post-myocardial-infarction shoulder-hand syn- 
drome is stated to occur in from 10 to 15% of patients 
who have survived coronary arterial occlusion. The 
author has studied the condition in 42 patients at the 
Hospital of the University of Pennsylvania with special 
reference to prognosis. The syndrome developed 


CARDIOVASCULAR SYSTEM 


from one to 14 months (in the majority of cases within 
4 months) after the myocardial infarction. Relief was 


obtained in most of the author’s cases in 8 months or 


less by the use of simple measures such as local applica- 


tion of heat, analgesics, and exercise. Immobilization © 


of the shoulder and fingers after the onset of the syn- 
drome should be avoided since it appears to aggravate 
the disability. Only one instance of “‘ claw-hand ”’ was 
observed in the series. The extent of the myocardial 
infarction has no apparent bearing on the severity or the 
duration of the shoulder—hand syndrome. Administra- 
tion of cortisone, sympathetic block, and sympathectomy 
have all been advocated in the past but, as the results in 
this series show, the simpler measures here described 
have proved just as effective—and in any case, the syn- 
drome is usually self-limiting. The importance of recog- 
nizing this condition lies in the fact that, since the patient 
often assumes that the onset of the syndrome indicates 
the occurrence of further coronary arterial damage, he 
can safely be reassured. 

[The term shoulder—hand syndrome is to be preferred 
to periarthritis of the shoulder-joint, because the aetiology 
of the condition is uncertain and also because it may 
involve the back, arm, and fingers on one or both sides 
as well as the shoulder.] A. I. Suchett-Kaye 
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360. A Comparative Radiological Study of Calcified 
Atheroma in Males and Females over 50 Years of Age 
A. ELKeLes. Lancet [Lancet] 2, 714-715, Oct. 12, 1957. 
1 fig., 23 refs. ' 


It is suggested that radiography of the abdominal aorta 
is a valuable aid in detecting atherosclerosis during life 
and assessing its true significance as a cause of morbidity 
and mortality. Using this technique the author examined 
1,252 unselected patients (680 males and 572 females) aged 
50 to 80, the object being to determine the incidence and 
severity of calcified atheroma in males and females respec- 
tively. The outstanding finding was that after the age of 
60 the incidence and the severity of calcified atheroma of 
the abdominal aorta are considerably higher in females 
than in males. In the age group 50 to 60 years the inci- 
dence is higher in males (23°%) than in females (13%); 
in the age group 61 to 70 more females (44%) are 
affected than males (41°%); while in the age group 71 
to 80 the incidence in females (719%) far exceeds that in 
males (47%). There is also an increasing incidence of 
severe lesions among females in the older age groups. 

Discussing these findings, the author states that the 
remarkable sex difference appears to be largely due to 
endocrine factors. In the reproductive period women 
show less atherosclerosis than men. After the meno- 
pause the incidence of coronary arterial disease increases 
in women, but is still lower than it isin men; thus the 
steep rise in the incidence and severity of atherosclerosis 
in women over 60 is not associated with a sharp increase 
in coronary infarction. ‘ Moreover, extensive calcified 
atheroma is predominantly seen in old people, who 
would not have reached this age if they had had serious 
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coronary artery disease. These observations cast doubt 
on the widely held view of a close relationship between 
severe atherosclerosis and coronary artery disease.” 
The most extensive calcified lesions of the aorta are often 
seen in elderly women with osteoporosis of the spine; 
the latter is thought to be due to hormonal imbalance 
caused by the cessation of the production of oestrogen. 
In males the production of testosterone decreases at a 
later age, about 70 to 80. Some 30°% of the calcium in 
the spine must be lost before osteoporosis can be detected 
on radiographs. Since the affinity of the tissues of the 
aorta for calcium is greater than that of the circulating 
blood it is suggested that a good deal of calcium and 
phosphorus no longer utilized by the bones is deposited 
-in the aorta. 

In previous investigations the author has shown that 
with certain exceptions patients with cancer have signifi- 


same age group. The age groups with a low incidence 
of atherosclerosis in women coincide with those with a 
high incidence of cancer. The theory is advanced 
that subjects with severe calcified atheroma are relatively 
immune to cancer. John H. L. Conway-Hughes 


361. Clinical and Pathological Observations in Infants 
with Coarctation of the Aorta and Patent Ductus Arteri- 
osus 

D. GOLDRING, M. R. BeHRER, W. A. THOMAS, E. McCoy, 
and R. M. O’NgeAL. Journal of Pediatrics Pediat.) 51, 
18-28, July, 1957. 5 figs., 22 refs. 


The authors describe the clinical, electrocardiographic 
(ECG), radiological, and pathological features of 14 
fatal cases of coarctation of the aorta in babies admitted 
to the St. Louis Children’s Hospital (Washington Uni- 
versity School of Medicine), Missouri. 

The patients ranged in age from 8 days to 8 months. 
In all cases the coarctation was proximal to the attach- 
ment of the ductus arteriosus, which was patent in 11 
cases, and the constriction was severe. In 9 cases there 
was an associated ventricular septal defect and in 5 an 
atrial septal defect. In one case the truncus arteriosus 
was present. Intimal thickening characteristic of arterio- 
sclerosis was found in the small pulmonary arteries in 
3 cases, and was associated with organized thrombi in 
one case. 

Symptoms occurred early in most of the patients and 
included poor feeding, dyspnoea, tachypnoea, and 
oedema. The diagnosis of coarctation was made before 
death in 12 cases. The systolic blood pressure (measured 
by the “* flush ” method) ranged from 64 to 170 mm. Hg 
in the arms and from 32 to 110 mm. Hg in the legs. In 
12 cases there was a difference of 20 mm. Hg or more 
between the two readings, while in 4 patients there was a 
difference of 10 mm. Hg or more between the readings 
from the right and left arms. In 9 cases there was ECG 
evidence of right ventricular hypertrophy and myo- 
cardial disease, while in 2 there was evidence of left 
ventricular hypertrophy. In 11 cases radiographs of 
the chest showed marked cardiac enlargement, with 
pulmonary vascular engorgement in 9. 

Clinically, the babies looked ashen grey, with rapid, 
laboured breathing. Oedema, limited to the extremities 
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cantly less calcified atheroma than have controls in the 
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or generalized, was sometimes present. The heart was 
enlarged and the rate rapid; there was usually a loud 
systolic murmur at the base, with scattered rhonchi and 
rales in the lungs. Liver and spleen were enlarged. The 
femoral pulses were weak in 8 cases, strong in one, absent 
in 4, and not felt in one. Differential cyanosis of the 
lower limbs was not seen. 

Radiological evidence of enlargement of the right 
ventricle and engorgement of the pulmonary vessels, 
together with a difference in blood pressure of 20 mm. Hg 
or more between the upper and lower limbs, made the 
authors suspect coarctation associated with patent ductus 
arteriosus or other left-to-right shunt. But they con- 
sidered that endocardial fibroelastosis, anomalous left 
coronary artery with fibroelastosis, patent ductus 
arteriosus, and septal defects might produce a similar 
picture in the absence of coarctation. 

Surgical correction of the coarctation was attempted 
in 4 cases, but the babies did not survive. (Successful 
repair was carried out in 2 subsequent cases at 4 and 6 © 
weeks of age respectively.) 

[The authors rightly stress the need for early diagnosis 
of this condition, of which quite a number of infants die. 
Surgical repair may be life-saving in some cases, even 
when performed in early infancy.] Pamela Aylett 


Clinical Experience with 3-(1-Phenylpropyl)-4- 
hydroxycoumarin 

J. F. FAmRBAIRN and J. E. Estes. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 32, 
342-349, June 26, 1957. 4 refs. 


The anticoagulant properties of “‘ marcumar” (3-(1- 
phenylpropyl)-4-hydroxycoumarin) were compared with 
those of dicoumarol and “ tromexan” (ethyl biscoum- 
acetate) in two groups of patients at the Mayo Clinic. 
The first group, of 90 patients, received marcumar in a 
dosage varying from 12 to 21 mg. on the first day, 6 to 9 
mg. on the second day, and thereafter 1-5 to 4-5 mg. 
daily according to the prothrombin time. The plasma 
prothrombin activity was maintained at 10 to 30% of 
normal. Of the second group, of 100 patients, 50 received 
an initial dose of 300 mg. of dicoumarol together with a 
single priming dose of 1,200 mg. of tromexan. To the 
remaining 50 only 200 mg. of dicoumarol was adminis- 
tered with 900 mg. of tromexan; thereafter 0 to 200 mg. 
of dicoumarol was required daily. The prothrombin 
time was determined by the one-stage method of Quick 
as modified by Hurn, Barker, and Macgath (J. Lab. 
clin. Med., 1945, 30, 432), according to which the 
normal prothrombin time was considered to be 17 to 19 
seconds. 

There were no major differences between the two 
groups as regards toxicity or the ease with which thera- 
peutic levels of prothrombin activity were maintained, 
but such levels were not attained so quickly in patients 
receiving marcumar as in those given dicoumarol and 
tromexan. Vitamin K; antagonized the anticoagulant 
action of marcumar, but the blood prothrombin level 
did not return to normal within 48 hours with a single 
dose; the authors suggest that when a prompt return is 
necessary multiple doses may be required. It is con- | 
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cluded that marcumar is an effective anticoagulant for 
clinical use, but that it has no significant advantages over 
dicoumarol. Norval Taylor 


HYPERTENSION 


363. Aging of Arteries in Relation to Hypertension 
J. Conway and K. Survey Smit. Circulation [Circu- 
lation] 15, 827-835, June, 1957. 3 figs., 7 refs. 


Arterial elasticity was assessed at Charing Cross Hos- 
pital, London, by a new clinical method in 16 healthy 
young subjects and 52 unselected patients with hyper- 
tension. The object was to determine whether hyper- 
tension is a natural accompaniment of the ageing of 
arteries (albeit exaggerated and premature ageing) or 
whether it reflects’ morbid pressor mechanisms acting 
on normally elastic vessels, and also to examine the 
possibility that premature ageing results from persistent 
hypertension, or that apparent rigidity may be caused 
by stretching and thus disappear when the blood pressure 
is reduced. 

The test is performed with the subject recumbent, and 
consists in measuring the fall in diastolic pressure and 
the simultaneous change in pulse pressure induced by 
inhalation of amyl nitrite as observed during the 3 
heart beats immediately preceding the onset of tachy- 
cardia, stroke volume being assumed to remain constant 
until the reflex tachycardia develops. The pressures are 
measured from an intra-arterial brachial pulse trace and 


the fall in pulse pressure is expressed as a percentage of 


the simultaneous fall in diastolic pressure. This value 
averaged only 15% (S.D. 18-89%) in the 16 normal sub- 
jects, compared with 116°% (S.D. 29-19%) in 15 patients 
with systolic hypertension and marked clinical arterio- 
sclerosis. This difference between the two groups was 
highly significant, (P < 0-001), and the two types of 
response were considered to be indicative of “* elastic ”’ 
and “ inelastic vessels respectively. Previous blood- 
pressure reduction with hexamethonium in patients in the 
arteriosclerotic group did not appreciably affect the results 
of the test, and in no case was the inelastic type of 
response converted to a normal elastic response by 
treatment. 

The remaining 37 hypertensive subjects tested, in 
whom the state of the main arteries could not be deter- 
mined by clinical observation, were divided into an 
“elastic”? and an-~ “inelastic” group according to 
whether the response to the test was within the limits 
observed in the normal subjects (20 cases) or resembled 
the response of the arteriosclerotic subjects (17 cases). 
The average response of the former group was 28% 
(S.D. 19-1%) and of the latter group 96% (S.D. 30-3°%), 
the difference between them being highly significant 
(P < 0-001). Onthe other hand there was no significant 
difference between the average response of the “ in- 
elastic ’” group and that of the 15 arteriosclerotic patients 
previously mentioned (P > 0-05). Repetition of the test 
after treatment with hexamethonium did not significantly 
affect the result in 10 patients in the “‘ elastic’ group, 
but conversion to the “ elastic ” type of response occurred 
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in 3 out of 5 patients in the “ inelastic” group. Clinic- 
ally, the “elastic”? group of hypertensives without 
clinical arteriosclerosis also differed strikingly from the 
“inelastic”? group in having a more severe type of 
hypertension; they were younger and had an initially 
higher diastolic and smaller pulse pressure. 

The authors suggest that essential hypertension exists 
in two fundamentally different forms, with elastic and 
with inelastic vessels, although in some cases the loss of 
elasticity may be the result and not the cause of the 
hypertension. Celia Oakley 


364. Unilateral Renal Disease and Hypertension: Use 
of the Radioactive Diodrast Renogram as a Screening 
Test 

C. C. Winter. Journal of Urology [J. Urol. (Baltimore)} 
78, 107-116, Aug., 1957. 5 figs., 8 refs. 


The use of the “‘ radioactive diodrast renogram ” as a 
test of renal function has already been described (Taplin 
et al., J. Lab. clin. Med., 1956, 48, 886; Abstr. Wld Med., 
1957, 21, 408). Briefly, intravenous injection of a tracer 
dose of “* diodrast ’’ (diodone) solution containing radio- 
active iodine (131]) is followed by continuous external 
measurement of the changing radioactivity levels over 
each renal area for 10 to 30 minutes, gamma-ray scin- 
tillation detectors and recorders being used to register 
the results in the form of permanent tracings. In such 
a tracing the initial spike is an index of renal blood flow, 
the secondary rise is an index of tubular secretory funce- 
tion, and the final fall is dependent on an adequate flow 
of urine. At the Veterans Administration Center, Los 
Angeles, California, standard individual renal function 
tests were carried out and radioactive diodrast renograms 
were obtained on 44 hypertensive patients. Of these, 10 
had unilateral renal disease as shown by conventional 
renal function tests with an abnormal renogram, 7 
receiving surgical treatment as a result. In 9 the reno- 
grams and the results of standard tests were normal. 
The remaining 25 patients had bilateral disease, the reno- 
grams and the response to standard renal function tests 
being abnormal. The author recommends the use of 
the radioactive diodrast renogram as a rapid screening 
test for unilateral renal disease in hypertensive patients. 
When the unilateral renogram is abnormal a full uro- 
logical investigation, including aortography in some 
cases, is carried out. K. G. Lowe 


365. Mecamylamine. A Ganglion-blocking Drug for 
Treating Hypertension 

A. Kitcuin, C. P. Lowtuer, and R. W. D. TURNER. 
Lancet [Lancet] 2, 605-609, Sept. 28, 1957. 4 refs. 


A clinical trial of mecamylamine (3-methylamino- 
isocamphane) was made in the treatment of 20 cases of 
hypertensive disease at the Western General Hospital, 
Edinburgh. The object of the study was to determine 
whether the standing blood pressure could be maintained 
at near-normal levels by administration of mecamylamine 
in doses that the patient could tolerate. The drug was 
given thrice daily after food in increasing doses, and the 
total daily dose for stabilization of the standing blood 
pressure ranged from 30 to 120 mg. Many patients 
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developed a material degree of tolerance for the hypo- 
tensive effect of the mecamylamine, but became intolerant 


of its antiparasympathetic effects. In practice, while. 


the action of mecamylamine was probably a little 
smoother than that of pentolinium, owing to more 
regular absorption, parasympathetic effects, notably 
constipation, dry mouth, and blurring of vision, were at 
least as troublesome as with pentolinium. Mecamyla- 
mine was given together with rauwolfia preparations in 
13 of the cases in the series, and in 9 of these better con- 
trol was achieved than with mecamylamine alone. In 
4 of the 20 cases treatment with mecamylamine had to 
be abandoned because of side-effects. The authors 
conclude that, although adequate lowering of the blood 
_ pressure in the upright position can be maintained with 
mecamylamine in most patients and undoubted beneficial 
effects follow, the severity and frequency of side-effects 
give it little advantage over pentolinium. 
Bernard Isaacs 


366. Evaluation of Mecamylamine in the Treatment of 
Hypertension ‘ 
P. T. Cottier, J. M. WELLER, and S. W. Hoosier. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.} 50, 199-208, Aug., 1957. 2 figs., 11 refs. 


The results of oral mecamylamine therapy in 31 ambu- 
latory patients with arterial hypertension are reported in 
this paper from the University of Michigan Medical 
School, Ann Arbor. All patients selected for inclusion 
in the study had a diastolic pressure exceeding 110 
mm. Hg after resting in the out-patient clinic for 30 
minutes. Treatment, which was continued for a mini- 
mum period of 3 months, started with a single dose of 
2:5 mg. of mecamylamine on the first day, increments of 
2:5 mg. twice or thrice daily being added either until 
blood-pressure readings of 150/90 mm. Hg were obtained 
or until side-effects prevented further increase in the 
dosage. A constant sustaining dosage varying from 10 
to 90 mg. daily, divided into 3 doses, was reached after 
2 to 4 weeks’ treatment. The blood pressure was 
recorded in the standing position by the patient twice 
daily, immediately before the morning and evening doses 
of the drug. 

Since insufficient control blood-pressure readings were 
taken before starting treatment the authors assessed 
progress by comparing the average readings for the first 
2 weeks of mecamylamine therapy with those for the last 
2 weeks. On the basis of this comparison (which, they 
consider, may underestimate the true effect of the drug) 
good results (average standing blood pressure falling to 
normal levels) were achieved in 23°%% of cases. A further 
33°%, showed a significant fall in pressure, classified as a 
fair response, while in the remaining 44°% the result 
was regarded as unsatisfactory. Except in one case, the 
effect of treatment on recumbent blood pressure was 
negligible. The symptoms of left ventricular failure 
were relieved in 8 patients in whom they were present 
before treatment. Angina pectoris became worse in 4 
patients and disappeared in one. 

Because the later experience of the authors with a larger 
series of patients suggested that the incidence of myo- 
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cardial infarction was not decreased by mecamylamine 
therapy, blood coagulation was studied in 5 patients 
before and during treatment; no effect, however, was 
demonstrable. Nitrogen retention during treatment was 
not observed, though of 9 patients on whom renal func- 
tion studies were carried out, 4 showed a slight decrease 
in filtration fraction, inulin clearance, and PAH clear- 
ance. The usual side-effects due to parasympathetic 
blockade—blurred vision, dry mouth, constipation, and 
impotence—were encountered as frequently as with other 
ganglioplegic drugs, although the incidence of extreme 
weakness and fatigue appeared to be less. 

S. G. Owen 


367. Protoveratrine A in Treatment of Hypertension 

TI. R. Gray and N. A. J. Hamer. British Medical 
Journal [Brit. med. J.] 2, 609-612, Sept. 14, 1957. 4 figs., 
10 refs. 


Having established the hypotensive action of purified 
veratrum alkaloids when administered intravenously as 
protoveratrine A or B, or orally as protoveratrine A, 
the authors conducted a trial of protoveratrine A in the 
treatment of 11 male and 10 female patients with severe 
hypertension at the National Heart Hospital, London. 
All but 2 of the patients, whose ages ranged from 
24 to 69, had complications of severe hypertension, 
including left ventricular failure in 7 cases, cerebral 
vascular accidents in 12, and retinopathy of Grade 3 or 
4 in 10. 

In 12 of the patients who were observed in hospital 
after treatment with single doses of the drug an average 
fall in blood pressure from 201/124 to 173/106 mm. Hg 
was obtained with a daily oral dose of protoveratrine A 
ranging from 0-9 to 4-3 mg. divided into three -to five 
doses; in 7 of these cases the diastolic pressure could be 
maintained below 100 mm. Hg. [In the abstracter’s view 
average figures in this context are meaningless.] Treat- 
ment was continued after discharge from hospital in 8 
of the 12 patients, and a further 9 were treated with the 
drug for various periods as out-patients throughout. 
The results of treatment were considered to be excellent 
in one, good in*3, fair in 3, and unsatisfactory in 10; in 
this last group adequate lowering of the blood pressure 
was not obtained in 8 patients, while the other 2 developed 
cardiac failure and a cerebral thrombosis respectively in 
spite of the marked hypotensive action of the drug. 
[This argument is open to criticism.] In the remaining 
7 patients the duration of treatment ranged from 5 to 
19 months and the blood pressure, which had ranged 
from between 265/150 and 170/120 mm. Hg before 
treatment, fell to between 240/125 and 140/100 mm. Hg 
as the result of treatment. 

[This is a somewhat untidy investigation, which never- 
theless illustrates the limited usefulness of protoveratrine 
A in the treatment of certain cases of hypertension.) 

H. F. Reichenfeld 


368. New Prospects in the Treatment of Hypertension 
I. McD. G. Stewart. Lancet [Lancet] 2, 753-756, 


Oct. 19, 1957. 14 refs. 
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369. Sickle-cell Disease: New Method of Treatment. 
Preliminary Report 

G. Hitkxovitz. British Medical Journal (Brit. med. J.] 2, 
266-269, Aug. 3, 1957. 2 figs., 3 refs. 


From the Hospital for Tropical Diseases, London, the 
author describes a new and hopeful method of treatment 
of sickle-cell disease. This treatment will not cure the 
disease, since it does not change the underlying abnor- 
mality of the haemoglobin which, when reduced, is 
responsible for the sickling phenomenon, but it prevents 
reduction of the haemoglobin by inhibiting the action of 
the enzyme carbonic anhydrase. The drug used was 
acetazolamide (“* diamox ”’) whose action as a diuretic 
depends upon its property of suppressing carbonic 
anhydrase activity in the kidney, and it was shown to be 
capable of inhibiting the occurrence of sickling in the 
blood of a negro baby aged 8 months, both in vitro and 
in vivo. 

The patient had been under observation for a period of 
70 days. During the 41 days before treatment was 
started there was evidence of active haemolysis, with a 
fall in the haemoglobin level, on two occasions. During 
29 days of treatment with acetazolamide by mouth 
[dosage not specified] there was a steady rise in the 
haemoglobin level and the child gained weight. 

{Further reports will be awaited with interest.] 

Janet Vaughan 


370. Incidence of Megaloblastic Anemia after Subtotal 
Gastrectomy 

L. D. MacLean. New England Journal of Medicine 
[New Engl. J. Med.] 257, 262-265, Aug. 8, 1957. 2 figs., 
9 refs. 


At the University of Minnesota Hospitals, Minnea- 
polis, faecal or urinary excretion of. vitamin B;2 (cyano- 
cobalamin) labelled with radioactive cobalt (6°Co) was 
determined on 29 occasions in 13 patients subjected to sub- 
total gastrectomy. The results were consistently abnor- 
mal in one patient only, microscopical examination of 
the resected stomach revealing “* chronic cellular infiltra- 
tion, intestinalization of the mucosa, absence of parietal 
and chief cells and atrophy of all layers’. There was no 
clinical evidence of pernicious anaemia in this patient. 
Of 1,550 patients on whom distal subtotal gastrectomy 
was performed for gastric ulcer, duodenal ulcer, gastric 
carcinoma, or polyps between 1938 and 1950, only 9 
had megaloblastic anaemia, an incidence of less than 19%. 
The microscopical appearances of the resected stomach 
from all of these patients were identical with those 
observed in the patient with abnormal absorption of 
6°Co-labelled vitamin 

It is considered likely that in patients with defective 
production of intrinsic factor owing to chronic gastric 
changes subtotal gastrectomy will result in a further 
decrease in its supply, with subsequent development of 
vitamin-B;2 deficiency. R. B. Thompson 


371. Polycythemia Associated with Renal Tumors 

C. L. Coney, J. Kowa, and J. D’ANToNIo. Bulletin 
of the Johns Hopkins Hospital (Bull. Johns Hopk. Hosp.} 
101, 63-73, Aug., 1957. 1 fig., 25 refs. 


Polycythaemia of pronounced degree associated with 
hypernephroma was found in 4 males aged 32, 46, 54, and 
61 years respectively. There appeared to be no cardio- 
vascular or respiratory explanation for the poly- 
cythaemia, splenomegaly and thrombocytosis were not 
present, and neither, according to the authors, was there 
a leucocytosis [although in 3 cases the counts were 
9,200, 12,000, and 13,600 cells per c.mm. respectively]. 
At operation the tumour was found to be invading the 
renal vein in 3 cases.and to be surrounding the inferior 
vena cava in the other case. 

Review of the 139 cases of hypernephroma in the 
records of the Johns Hopkins Hospital showed that the 
haemoglobin level was usually normal or subnormal, 
and polycythaemia was present in only 5 cases, 3 of 
which are included in this report. Details are given of 
14 similar cases in the literature, and 10 others are 
mentioned. In discussing the cause of the polycythaemia 
the authors suggest as “ an attractive hypothesis ” that 
hypernephromata, may produce excessive quantities of 
the “ plasma erythropoietic factor” or a similar sub- 
stance. T. B. Begg 


372. Platelet Functional Defects in Thrombocytopenic 


Purpura 
J. A. Bonnin. Blood [Blood] 12, 726-732, Aug., 1957. 
12 refs. 


The author reports, from the Institute of Medical and 
Veterinary Research, Adelaide, the results of an in- 
vestigation into the thromboplastic defect in 6 patients 
suffering from thrombocytopenic purpura, which in 3 
cases was idiopathic, in one was induced by quinidine, in 
one was associated with collagen disease, and in the last 
case was possibly due to the administration of chloram- 
phenicol. After the addition of normal platelets to 
the plasma from the thrombocytopenic cases so as to 
produce a normal count the thromboplastin generation 
test was carried out. In addition to a thromboplastic 
defect in the platelets, a serum thromboplastic defect 
was also found in all cases; this disappeared spontane- 
ously following storage of the defective serum at —20° C., 
and was also corrected by treatment of the patient with 
cortisone or ACTH (corticotrophin). 

Platelet thromboplastic function and serum thrombo- 
plastin efficiency were further examined in one case of 
idiopathic thrombocytopenia. In a thromboplastin 
generation system consisting of the patient’s serum and 
platelets and normal alumina plasma the defects were 
shown to be apparently cumulative, and addition of 
normal platelets to the defective serum failed to correct 
the deficiency. The following procedure was then em- 
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ployed: platelet-poor plasma was obtained from normal 
blood and from the patient’s blood, and the platelets 
were washed and resuspended in volumes of normal saline 
calculated to give a suspension of 450,000 platelets per 
c.mm. To one sample of the patient’s plasma was added 
an equal volume of the patient’s platelets and to another 
an equal volume of a normal platelet suspension. Equal 
volumes of M/40 calcium chloride were added and the 
samples were allowed to clot. After incubation for one 
hour at 37° C. the serum was then separated and exam- 
ined by the thromboplastin generation test, using normal 
platelets and alumina plasma. The serum was diluted 
to only 1 in 3 instead of 1 in 10 to allow for the prior 
dilution of the plasma by platelets and calcium chloride. 
- This test showed correction of the serum thromboplastic 
defect by normal platelets during clotting. It is sug- 
gested, therefore, that the serum defect in thrombocyto- 
penic purpura is due primarily to a failure of the platelets 
to activate immediately some serum thromboplastic 
component. J. L. Markson 


373. Hemophilia. [Review Article] 
A. E. McE rresH. Journal of Pediatrics [J. Pediat.) 51, 
474-482, Oct., 1957. 28 refs. 


374. An Abnormal Hemolytic System Associated with 
Leukemia and Other Disseminated Malignant Diseases 

W. H. Crossy and N. R. BENJAMIN. 
701-709, Aug., 1957. 4 figs., 9 refs. 


The authors, writing from the Walter Reed Army 
Institute of Medical Research, Washington, D.C., 


Blood [Blood] 12, 


describe a haemolytic system found in the blood of 
patients with leukaemia, lymphoma, and other dissemin- 
aied neoplastic diseases. The haemolysis is detected by 
incubating 1 ml. of sterile defibrinated blood under oil 
for 24 hours at 37°C. By this technique it was shown 
that in normal blood the plasma haemoglobin content 
following incubation increased by 5 to 10 mg. per 100 
ml., but that of ** neoplastic ” blood increased by 50 to 
500 mg. per 100 ml. The “ neoplastic” haemolytic 
system can be differentiated: (1) from complement-— 
antibody systems by the finding of a negative Coombs 
reaction before, during, and after incubation, and also by 
its heat stability; (2) from spherocytosis by the com- 
plete inhibition of the intense haemolysis which charac- 
teristically occurs in normal blood incubated with oxalate, 
and (3) from paroxysmal nocturnal haemoglobinuria 
(P.N.H.) by the fact that “‘ neoplastic’ serum treated 
with zymosan to remove properdin retains its haemolytic 
activity on incubation with normal erythrocytes but fails 
to lyse P.N.H. erythrocytes. 

In the “ neoplastic’? haemolytic system haemolysis 
begins after an incubation period of 6 to 8 hours. The 
abnormality appears to lie in the plasma and serum and 
to be independent of the erythrocytes and leucocytes. 
Haemolysis is intensified by increasing the depth of the 
column of the sedimented erythrocytes, by raising the 
pH, by decreasing the plasma glucose level or by replacing 
glucose by its non-metabolizable analogue 3-methyl 
glucose, by increasing the concentration of calcium, by 
preliminary heating of the serum at 60° C. for 30 minutes, 
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and by resuspending the erythrocytes at the end of the 
latent period. Haemolysis can be decreased by adding 
an excess of glucose, by reducing the pH, by removing cal- 
cium by means of ion exchange, by resuspending the 
erythrocytes during the early hours of incubation, and 
by heating the plasma unaerated at 60° C. for 30 minutes. 
The nature of the plasma abnormality is unknown, but 
that it is not enzymatic is indicated by the thermo- 
stability of the system. In discussion it is suggested 
that the haemolysis may be due to a reaction between 
ionic calcium and the erythrocyte, and that it may be 
an intensification of the haemolytic process found on 
incubation of normal biood. Its role in the production 
of anaemia in disseminated neoplastic disease has not 
yet been elucidated. 

[The original paper should be consulted for the tech- 
nical details.] J. L. Markson 


375. Therapeutic Results in Treatment of Hodgkin's | 
Disease with CB 1348 and R-48 

A. Rottino. Blood [Blood] 12, 755-756, Aug., 1957. 
7 refs. 


This paper from St. Vincent’s Hospital, New York, 
reports the results of the treatment of 40 patients suffering 
from Hodgkin’s disease with either p-di-(2-chloroethyl)- 
aminophenyl butyric acid (CB 1348) or f-naphthyl- 
dichlorethylamine (R-48), or both. CB 1348 was given to 
31 patients, who were kept under observation for 31 
months; of these patients 29 had already been treated 
by other means. The drug was given by mouth in a 
daily dosage which varied from 6 to 30 mg. (0-1 mg. to 
0-9 mg. per kg. body weight) and the duration of a course 
varied from 9 to 133 days; in some cases more than one 
course was given. Half the patients (15) failed to im- 
prove, but 5 of these for various reasons (3 were in the 
terminal phase) received insufficient treatment. Results 
were not usually apparent until 3 weeks had elapsed. 
In the 16 others remissions lasting a few weeks to 10 
months (in one case for 14 years) were obtained. Toxi- 
city was slight in the dosage employed, nausea was in- 
frequent, and marrow depression, which sometimes 
occurred, was a late development and was reversible. 
One patient had severe menorrhagia and another had 
massive haemorrhage from multiple gastric ulcers. 

A further 22 patients, 12 of whom had become refrac- 
tory to CB 1348, were treated with R-48. This was given 
in gelatin capsules in doses of 100 to 400 mg. daily for a 
maximum period of 8 months. The results were similar 
to those obtained with CB 1348; 5 patients showed com- 
plete and 12 partial remission, and 5 were not improved. 
It was noted that CB 1348 was sometimes effective when 
tretamine failed, and 5 patients refractory to CB 1348 
responded well to R-48. Patients refractory to both 
drugs, however, sometimes responded to radiotherapy. 
The main advantages of these substances over nitrogen 
mustard are their ease of administration and lack of 
toxicity. Neither appeared to induce remission as 
rapidly as nitrogen mustard, however. It is suggested 
that these drugs are useful when radiotherapy is not 
available and when the disease is disseminated rather 
than localized. J. L. Markson 
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376. Group Differences in the Incidence of Upper 
Respiratory Complaints among College Students 

J. SUMMERSKILL and C. D. DARLING. Psychosomatic 
Medicine (Psychosom. Med.] 19, 315-319, July—Aug., 
1957. 2 figs., 4 refs. 


The authors report, from Cornell University, Ithaca, 
N.Y., a study undertaken to clarify the incidence patterns 
of upper respiratory disorders among different groups 
of college students. They scrutinized the medical records 
of 793 students who were representative of the entire 
student body in respect of sex, age, religion, proportion of 
“veterans”’, and date of college registration: Since 
95% of the students voluntarily used a pre-paid medical 
service, the data obtained were regarded as a reliable 
guide to incidence patterns. 

In the case of one-third of the students no clinical visits 
for upper respiratory illness were recorded; another one- 
third had one or two such visits; and one-third had up 
to 20 visits for upper respiratory disorders during their 
college careers. Upper respiratory infections were 
found to be most frequent among the youngest students, 
among women, and those from minority religious groups. 
Students who visited the clinic most frequently with such 
complaints showed a significantly high incidence of other 


disorders, including injury and allergic, gastro-intestinal, - 


menstrual, and psychiatric illness. 

These group differences in the incidence of illness are 
considered to be explicable in terms of different thresholds 
for seeking medical attention. Varying thresholds are 
probably related to familial and socio-cultural influences. 
A future study of early environment in relation to 
medical habits would be profitable and could have 
practical application in the field of health education. 

A. Balfour Sclare 


377. Scalene Node Biopsy: Its Value as a Diagnostic 
Aid in Chest Diseases 

P. ScuirF and B. A. WARREN. Diseases of the Chest 
[Dis. Chest] 32, 198-206, Aug., 1957. 2 figs., 11 refs. 


The value of scalene lymph-node biopsy in the diagnosis - 


of intrathoracic disease is discussed. In the authors’ 
view scalene biopsy should always be performed on the 
right side when a lung lesion is suspected, unless the lesion 
is thought to be in the left upper lobe. If the findings 
are negative in the presence of a left lingular lesion then 
biopsy should be repeated on the left side. In cases of 
abdominal carcinoma, on the other hand, nodes on the 
left side are usually involved. 

Scalene lymph nodes were removed from both sides 
at necropsy in an unselected series of 123 adult patients 
at the Royal Prince Alfred Hospital, Sydney, Australia. 
Paraffin sections were made and stained with haema- 
toxylin and eosin. Of the 50 cases of lung carcinoma, 
reticulosis, or tuberculosis, in which the presence of 


scalene involvement might have been helpful in diagnosis, 
24 showed pathological changes in the lymph nodes and 
26 did not. The more distant the primary site the less 
likely was lymph-node involvement. In 4 of the 6 cases 
of abdominal carcinoma with scalene lymph-node 
involvement there were metastases to the left side only; 
in the remaining 2 the deposits were more extensive on 
the left than the right side of the neck. No case of 
sarcoidosis was found. In 4 cases of bronchogenic 
carcinoma with widespread blood-borne metastases 
there was no scalene involvement. The authors found 
that a rapidly growing carcinoma which soon involved 
vital structures was less likely to spread to the neck than 
a small primary tumour. Denis Abelson 


378. The Cardiorespiratory Syndrome of Obesity 

G. A. LILLINGTON, M. W. ANDERSON, and R. O. BRAN- 
DENBURG. Diseases of the Chest [Dis. Chest] 32, 1-20, 
July, 1957. 5 figs., 32 refs. . 


A clinical syndrome is described which is characterized 
by extreme obesity, cyanosis, breathing irregularities, 
congestive heart failure and a tendency towards excessive 
lethargy and somnolence, laboratory studies revealing 
absolute polycythaemia, pulmonary hypertension, arterial 
hypoxaemia and hypercapnia, compensated respiratory 
acidosis, alveolar hypoventilation, and certain abnor- 
malities of pulmonary function. Loss of weight appears 
to lead to a reversal of these signs. From the case 
records of extremely obese patients seen at the Mayo 
Clinic, 8 were selected for study. Of these 8 patients, 4 
had polycythaemia and were free from any demonstrable 
pulmonary or cardiac disease; 3 had definite broncho- 
pulmonary disease, but obesity was considered to play 
a significant part in the development of arterial 
hypoxaemia and secondary polycythaemia; and one 
without polycythaemia showed arterial oxygen desatura- 
tion which was considered to be due to obesity. The 
immediate cause of arterial hypoxia in these patients is 
alveolar hypoventilation, and the authors suggest that 
the mechanical effect of obesity in increasing the work 
of breathing is the factor primarily responsible for this. 

G. M. Little 


379. Bronchospirometric Studies Relating to a Radio- 
graphic Method for Determining Differential Vital Capa- 
city. [In English] 

V. AuTio. Acta medica Scandinavica [Acta med. scand.] 
158, Suppl. 329, 1-104, 1957. 27 figs., bibliography. 


380. Intralobar Bronchopulmonary of the 
Lung. Report of Two Cases and Review of the Literature 
P. G. GALLAGHER, J. P. LyNcH, and H. J. CHRISTIAN. 
New England Journal of Medicine [New Engl. J. Med.) 
257, 643-650, Oct. 3, 1957. 13 figs., 39 refs. 
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Otorhinolaryngology 


381. Anomalies in the Recorded Movements of the Eye 
during Optokinetic Rotary and Caloric Stimulation in 
Normal Subjects 

K. McLay, M. F. MapiGan, and F. C. ORMEROD. 
Annals of Otology, Rhinology and Laryngology [Ann. 


Otol. (St. Louis)| 66, 473-486, June, 1957. 16 figs., 
1 ref. 


A modification of the optokinetic test is described in 
_ this paper from the Institute of Laryngology and Otology, 
London, in which the subject is placed inside a hollow 
hexagonal drum which can be revolved around him at a 
predetermined speed. The inside of the drum is lined 
with matt paper of a neutral colour bearing 6 vertical 
white stripes of such a width that the image produced 
exactly covers the macula. The nystagmoid movements 
produced (and recorded electrically by means of electrodes 
applied to the skin at the outer corners of the two orbits) 
when the subject fixes his gaze on the succeeding stripes 
in the rotating drum are much more regular than those 
produced with the conventional drum with wider stripes. 

Using this modified drum the authors find that if a 
nystagmus is produced and the subject is then asked to 
close his eyes the nystagmus ceases for a short period and 
then recurs for a short time in the same direction as 
the primary nystagmus. This “ after nystagmus” has 
a parallel in the bursts of secondary and tertiary nystag- 
mus which may arise after caloric stimulation, when the 
original primary nystagmus has died away, and which 
make recording of the end-point difficult because the 
observer may record a protracted response by reading 
the primary and secondary nystagmus together in error. 
On the other hand certain anomalies of inhibition and 
intermittence which may occur in many apparently 
normal subjects may suggest a shortened response. 
Electrical recording of the i:ystagmoid movements in 
such circumstances is helpful in making these variations 
conspicuous, and if their occurrence is recognized as a 
possibility in the normal subject there will be less likeli- 
hood of making a wrong diagnosis from analysis of the 
movements produced by caloric testing. 

William McKenzie 


382. Acute Otitis Media in General Practice 

REPORT OF A SURVEY BY THE MEDICAL RESEARCH COUN- 
CIL’s WORKING-PARTY FOR RESEARCH IN GENERAL 
Practice. Lancet [Lancet] 2, 510-514, Sept. 14, 1957. 
2 figs., 2 refs. : 


The natural pattern of acute otitis media and the age 
and sex distribution, duration, and sequelae of the 
disease were studied from the reports over a 12-month 
period of 28 general practitioners representing 13 prac- 
tices and a total of 47,500 National Health Service 
patients. During the year, 1,162 patients suffered from 
acute otitis media, and 127 had more than one attack. 
In about half the cases the onset was preceded by an 
upper respiratory tract infection. The attack rate, 
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similar in both males and females, rose to a peak at 6 
years, falling rapidly thereafter. The incidence of the 
disease was highest in the first 3 months of the year, there 
being a sharp decline in April, followed by a more gradual 
fall in the succeeding months. Aural discharge was 
noted in 30%. Altogether 17% of the patients had had 
tonsils and adenoids removed. Only one patient was 
subjected to myringotomy and only 14 (1%) were ad- 
mitted to hospital. Commonly, treatment was with anti- 
biotics (usually penicillin) by mouth (41%), parenteral 
antibiotics (27%), or sulphonamides (in 27%). Com- 
plications were rare; mastoiditis was diagnosed in 4 
patients, only one of whom received surgical treatment. 
There was one death from meningitis, in a boy aged 2 
years. At the follow-up examination 6 months after 
the onset of the disease, deafness was noted in 68 patients 
and discharge in 17. H- D. Brown Keily 


383. Chronic Ear Infections. Local Treatment with 
Hydrocortisone, Neomycin, and Polymyxin Combined 

J. Bmari. British Medical Journal (Brit. med. 2, 
623-625, Sept. 14, 1957. 8 refs. 


An aqueous solution containing neomycin (0-5%), 
polymyxin B (10,000 units per ml.), and hydrocortisone 
(0-5°%) was used at University College Hospital, Lon- 
don, as an instillation twice daily for 7 days in the treat- 
ment of 34 patients with obstinate aural discharge. A 
high degree of success was obtained in cases of otitis 
externa and otitis media of the tubo-tympanic type. 
Altogether 13 patients were cured and 19 improved, and 
there was no effect in 2 cases. No adverse reactions 
T. A. Clarke 


384. Observations on the Exchange of Fluid in the Nose 
and Respiratory Tract 

Vv. Necus. Annals of Otology, Rhinology and Laryn- 
gology [Ann. Otol. (St. Louis)] 66, 344-363, June, 1957. 
11 figs., 18 refs. 


Loss of fluid from the blood vessels to the exterior 
occurs in the upper respiratory tract in much the same 
way as it does in the skin—that is to say, plasma exudes 
by the process of ultrafiltration under hydrostatic pres- 
sure through the capillary wall, but without the larger 
protein molecules, into the cell and tissue spaces. The 
mucous blanket on the surface of the respiratory epi- 
thelium hinders the loss of this fluid and may control it 
to some extent. The mucous blanket also aids ciliary 
action and the olfactory sense. In the higher apes and 
man moisture is taken from the trachea and bronchi to 
warm the inspired air before the air sacs are reached. 
Some of this moisture is given up by the expired air and 
deposited again in the trachea and bronchi. The mucous 
layer is known to help in preventing bacterial invasion, 
but it is suggested that its part in fluid exchange may be 
even more important. William McKenzie 
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THYROID GLAND 


385. Experience with the Perchlorate Therapy of 
Hyperthyroidism. (Erfahrungen mit der Perchlorat- 
Therapie der Hyperthyreosen) 

H. KiemsorG and H. L. Kriiskemper. Deutsche medi- 
zinische Wochenschrift [Dtsch. med. Wschr.] 82, 1491- 
1495, Sept. 6, 1957. 3 figs., 36 refs. 


The authors describe the treatment at the University 
Medical Clinic, Géttingen, of 47 women suffering from 
thyrotoxicosis with potassium perchlorate. In all cases 
the basal metabolic rate (B.M.R.) was +40°% or more 
and all but one of the patients had Graves’s disease, the 
remaining patient having toxic nodular goitre. The 
drug was given in capsules as its explosive properties 
make it difficult to make into pills. It was found that 
the maximum effect on the B.M.R., body weight, and 
pulse rate could be obtained only with a daily dosage of 
1,600 to 2,000 mg. a day. With this dosage given for 
4 weeks the rate of improvement was as rapid as that 
obtained with any other antithyroid drug. After the 
B.M.R. had returned to normal the maintenance dose 
could be reduced to 400 mg. a day in the majority of 
cases. 

In only one case was mild hypothyroidism produced, 
and this was relieved by temporarily discontinuing the 
drug. Two patients could not be satisfactorily con- 
trolled with the drug and relapsed after 6 and 17 months 
respectively. 

In regard to side-effects it is claimed that enlargement 
of the thyroid gland was no greater than with other 
antithyroid drugs. Exophthalmos was not increased or 
produced during this treatment, and even more important 
was the absence of disturbance in the haematopoietic 
system. Temporary rashes occurred in 2 cases. It is 
concluded that this form of treatment is well worth con- 
sidering in cases of .Graves’s disease, either as the sole 
therapy or as a preparation for surgery. 

G. S. Crockett 


386. Observations in the Treatment of Hyperthyroidism 
with 

R. E. Beck and A. A. Hosss. Annals of Internal 
Medicine [Ann. intern. Med.] 47, 241-247, Aug., 1957. 
1 fig., 13 refs. 


At the Protestant Deaconess Hospital, Evansville, 
Indiana, the authors have treated with radioactive iodine 
(!31]) 106 consecutive cases of hyperthyroidism in patients 
ranging in age from the 2nd to the 8th decade. In 
82 cases the goitre was diffuse, in 18 it was nodular, and 
in 6 there was no demonstrable enlargement. The 
dosage of 131 depended on the size of the thyroid gland, 
and this was determined by means of a “‘ scintiscanner ”’, 
with which the radiation from a tracer dose of 131I on the 
front of the neck is graphically recorded, the result being 
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plotted on a chart and the thyroid weight determined 
from a given formula. The authors’ aim was to give the 
full treatment in a single dose. This dose, which varied 
from 2:25 to 25 mc., proved adequate for 81 patients, 
while 18 required a second, 3 a third, and 4 a fourth dose, 
The patients were observed for between 6 and 36 months 
after the treatment. 

At this time 86°% had become euthyroid (although 12 
of them had been temporarily hypothyroid for up to 6 
months), 7% became permanently hypothyroid, and the 
remainder were still uncontrolled; of this last group of 
patients, 3 had nodular goitre. There seemed to be no 
correlation between the size of the dose given and the 
development of permanent hypothyroidism. In all the 
cases in which the Graves’s disease was controlled the 
dose ranged from 80 to 120 pe. of 1311 per g. of 
thyroid tissue. Patients with nodular goitre required 
larger doses; for these cases the dose recommended is 
between 120 and 160 yc. per g. of thyroid tissue. It is 
notable that no patient with nodular goitre became 
hypothyroid even when very large doses were used. 
Exophthalmos was present in 41 patients, in one of whom 
it developed after treatment; in 2 of the remaining 40 
the exophthalmos was unchanged, in 17 it improved, 
and in 21 it disappeared after treatment. Of the patients 
with manifest goitre, the thyroid gland returned to normal 


size in 79°%% and was reduced in size in 14%. In 7% 


nodules appeared after treatment, but all these were 
benign. 

The authors claim that there is no authentic report of 
an increased incidence of malignancy in patients treated 
with radioactive iodine, and consider that low age is 
not a deterrent factor in the use of this method. 

A. C. Crooke 


387. The Clinical Applications of Triiodothyronine 
A. W. G. GooLpEN and Burret. British Medical 
Journal [Brit. med. J.] 2, 1028-1032, Nov. 2, 1957. 
3 figs., bibliography. J 


The literature on the identification of triiodothyronine 
in serum and its physiological activity is reviewed. It is 
pointed out that triiodothyronine differs from thyroxine 
in having a more rapid action, which, however, is not 
qualitatively different from that of thyroxine. Any 
clinical application of triiodothyronine must therefore 
be related to its rapid effect. In a case of paranoid 
psychosis due to hypothyroidism seen at Hammersmith 
Hospital, London, intravenous administration of 10 jg. 
of .L-triiodothyronine (in addition to a daily dose of 
0-1 mg. L-thyroxine by mouth) produced,an increase in 
the peripheral circulation within 2 hours. The dose of 
triiodothyronine was increased by 10 yg. a day until on 
the fourth day there were signs of hyperthyroidism. The 
dose was then reduced, and within 3 weeks of admission 
to hospital the patient’s mental state was normal. There 
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was no further psychiatric disturbance during the follow- 
ing 4 years in which he was treated with 0-2 mg. of 
L-thyroxine daily alone. 

Triiodothyronine is also useful in the management of_ 
patients with thyroid carcinoma. The period of dis- 
ability due to hypothyroidism, which inevitably occurs 
between each dose of radioactive iodine (1311, is con- 
siderably reduced. Like thyroxine, triiodothyronine 
suppresses the uptake of 1311 in healthy individuals, but 
not in patients with thyrotoxicosis. Two cases of sus- 
pected thyrotoxicosis are reported, in one of which tri- 
iodothyronine suppressed the uptake of 1311 and made 
the diagnosis of thyrotoxicosis unlikely, and in the other 
the uptake of 131] was not suppressed and the diagnosis 


was confirmed. It is suggested that the more transient 


e(fect of triiodothyronine makes it preferable to thyroxine 
for diagnostic purposes. The use of triiodothyronine for 
patients in myxoedema coma is discussed, the dangers in 
the treatment of this condition being emphasized. 

P. A. Nasmyth 


388. Chronic Thyroiditis and Autoimmunization 

E. Wiressky, N. R. Rose, K. TERPLAN, J. R. PAINE, and 
R. W. EGan. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 164, 1439-1447, July 27, 1957. 
8 figs., 17 refs. 


At the University of Buffalo (New York) School of 
Medicine the authors have investigated the immunological 
response in rabbits, dogs, and guinea-pigs to injections 
of thyroid extracts of their own species. The immuniza- 
tion procedure consisted in injecting into the footpads of 
the animals an emulsion containing equal parts of the 
thyroid extract and Freund adjuvant—a mixture of 
mineral oil and “‘ arlacel”’ (main ingredient, mannide 
mono-oleate)—containing killed Myobacterium butyri- 
cum or Myco. smegmatis. In some instances a second or 
third set of injections of antigen was given into the backs 
of the animals. For the demonstration of circulating anti- 
bodies three tests were used: (1) the precipitation test, 
(2) the complement-fixation test, and (3) the tanned-cell 
haemagglutination test of Boyden. 

The precipitation test was not only found to be rela- 
tively insensitive but in some cases non-specific. The 
complement-fixation reaction was positive in 32 out of 
35 rabbits, “in some instances” in guinea-pigs, but 
never in dogs. Further experiments showed that anti- 
bodies could sometimes be demonstrated in thyroidec- 
tomized rabbits, even in animals injected with extract of 
their own thyroid gland. Histological examination of 
the thyroid glands of these various animals showed 
that there was a rough correlation between structural 
damage in the gland and the auto-antibody titre in the 
serum. This damage, which consisted in varying degrees 
of disruption of the colloid follicular pattern with infiltra- 
tions between the follicles of lymphocytes, eosinophil 
granulocytes, and plasma cells, resembled the pattern 
found in human chronic thyroiditis. These changes 
sometimes occurred even when no circulating antibodies 
were demonstrable in the serum.. 

Using the tests described above the authors investi- 
gated various types of chronic thyroiditis in 18 human 
patients; 12 of these were found to have antibodies in 


their serum specific against human thyroid extracts. 
The majority of these antibodies could be demonstrated 
only by means of the tanned-cell haemagglutination test. 
They suggest that chronic thyroiditis in man is due to 
auto-immunization against thyroglobulin. The mechan- 
ism of this supposed release of thyroglobulin into the 
blood stream is unknown. D. G. Adamson 


389. Discrete Nodules of the Thyroid Gland, with Special 
Reference to Carcinoma 
R. GREENE. Annals of the Royal College of Surgeons 
of England [Ann. roy. Coll. Surg. Engl.) 21, 73-89, Aug., 
1957. 12 figs., 31 refs. 


In this Hunterian Lecture the author discusses the 
apparently single nodule in the thyroid gland from the 
point of view of its capacity to take up radioactive iodine 
(131]), histology, particularly in relation to malignancy, 
and treatment. He classifies these nodules from contour 
maps of radioactivity over the gland as: (1) “hot”, 
when the radioactivity of the nodule is greater than that 
of the remaindez of the gland; (2) “ neutral”, when 
there is no correlation between the contour map and the 
position of the nodule; and (3) “cold” when radio- 
activity is absent or clearly less than that of the remainder 
of the gland. Of a series of 202 apparently single nodules 
93 were hot or neutral and 109 were cold. Of the latter 
22 were malignant, whereas none of the first group showed 
malignant change. Treatment in cases of a hot nodule 
was by administration of thyroid or thyroxine, operation 
being performed only if there was no response. The 
author states that the neutral nodule presents a more 
difficult diagnostic problem, but no error was revealed 
in the present series. [He fails to specify how many 
of the 202 cases were in fact cases of nodular goitre in 
which only one nodule was felt before operation. The 
incidence of carcinoma in nodular goitre or even the 
single nodule cannot therefore be stated, but the observed 
incidence in this series is similar to that in many previ- 
ously reported series and is a strong argument in favour 
of surgical removal of the single nodule, particularly when 
radioactivity studies show it to be cold.] 

Guy Blackburn 


390. The Number of Circulating Eosinophil Leucocytes 
as an Indication of the Adrenal Function in Thyrotoxicesis. 
{In English] 

C. A. HERNBERG and B. S. LAMBERG. Acta endocrino- 
logica [Acta endocr. (Kbh.)| 26, 236-241, Oct., 1957. 
1 fig., 18 refs. 


Counts of circulating eosinophil leucocytes were made 
in 33 patients with moderately severe or severe thyro- 
toxicosis. In the acute stage 16 cases showed values of 
less than 50 perc. mm. After 2 weeks of treatment the 
number of circulating eosinophils increased consider- 
ably, in 7 instances to above the upper normal limit of 
400 perc.mm. When the patients had become euthyroid 
the eosinophil counts were found to be within the normal 
limits. The possibility that the change in the number of 
‘circulating eosinophils in thyrotoxicosis during treatment 
may reflect changes in the adrenal activity is discussed.— 
[Authors’ summary. ] 
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ADRENAL GLANDS 


391. The Pattern of Intermediary Carbohydrate Meta- 
bolism in Cushing’s Syndrome 

D. H. HENNEMAN and J. P. BUNKER. American Journal 
of Medicine [Amer. J. Med.| 23, 34-45, July, 1957. 6 
figs., 31 refs. 


The authors, working at the Massachusetts General 
Hospital (Harvard Medical School), Boston, have previ- 
ously reported the observation of unique disturbances of 
intermediate carbohydrate metabolism during ether 
anaesthesia in patients with Cushing’s syndrome and in 
patients receiving 17-hydroxycorticosteroids. In the 
present study these observations have been confirmed and 
extended to include a variety of experimental metabolic 
conditions in such patients, whose carbohydrate meta- 
bolism has been studied in comparison with that of 
normal subjects and patients with diabetes mellitus. 

Strikingly elevated blood lactate and pyruvate levels 
were found after an overnight fast following 3 to 5 days 
of a high-carbohydrate diet in 16 patients with Cushing’s 
syndrome and in 11 patients receiving 17-hydroxycorti- 
costeroid therapy, occurring in the latter as early as the 
tenth day of therapy and preceding the development of 
glucose intolerance. The fasting blood levels of citric 
and a-ketoglutaric acids were normal. The oral adminis- 
tration of glucose to 5 patients with Cushing’s syndrome 
and 10 receiving corticosteroids caused a greater rise in 
blood lactate and pyruvate levels than in 30 normal 
subjects. This excessive rise was not found in-patients 
with diabetes. Intravenous infusion of lactate caused a 
greater rise in the blood lactate level in 11 patients with 
Cushing’s syndrome than in 12 normal subjects. 

It is suggested that the 17-hydroxycorticosteroids 
inhibit the oxidation of pyruvic acid to acetylcarboxylic 
acid and carbon dioxide. The lack of any effect on 
blood citrate or a-ketoglutarate concentrations and the 
lack of ketosis suggest that the tricarboxylic acid cycle is 
functioning normally. C. L. Cope 


392. The Nature of the Pigmentary Disturbance in 
Addison’s Disease 

B. Hupson and G. A. BENTLEY. Australasian Annals of 
Medicine [Aust. Ann. Med.| 6, 98-104, May, 1957. 
1 fig., 34 refs. 


The part played by endocrine factors in certain dis- 
turbances of pigmentation is demonstrated by the in- 
creased pigmentation which is found in Addison’s disease 
and after the therapeutic use of cortisone and ACTH 
(corticotrophin) and the topical and systemic administra- 
tion of oestrogens, and by the decreased pigmentation 
which occurs in states of pituitary hypofunction. Skin 
pigmentation in vertebrates depends on the production 
of melanin by epidermal melanocytes, which varies with 
the concentration in the circulating blood of pituitary 
melanocyte-stimulating hormone (M.S.H.). This hor- 
mone has been isolated in chemically pure form and the 
suggestion that it is identical with corticotrophin dis- 
proved, pure M.S.H. having no corticotrophic proper- 
ties. However, the weak melanocyte-stimulating action 
demonstrable in purified corticotrophin may be one 


ENDOCRINOLOGY 
._ of the factors concerned in pigmentary changes in 


adrenal disease. 

The studies reported in this paper from the Baker 
Medical Research Institute and Alfred Hospital, Mel- 
bourne, confirm the findings of Lerner et al. (J. clin. 
Endocr., 1954, 14, 1463) that the increased pigmentation 
in Addison’s disease is associated with an excessive con- 
centration of M.S.H. in the blood. For the bioassay of 
M.S.H. the authors used isolated strips of toad skin which 
become darker in colour when immersed in solutions 
containing M.S.H., the degree of darkening being mea- 
sured by means of a reflectance meter and compared 
with that produced by immersion in a standard corti- 
cotrophin solution. The blood M.S.H. activity is there- 
fore expressed in terms of the equivalent weight of 
corticotrophin (in jg.) per 100 ml. The average value 
in 6 normal male subjects was 1-8 zg. per 100 ml., and in 
6 normal female subjects was 1-9 wg. per 100 ml. In 4 
patients with Addison’s disease the levels ranged from 5-3 
to 7-4 xg. per 100 ml., falling in 2 cases to normal values 
on treatment with cortisone. Increased M.S.H. activity 
was also present in the blood of a pregnant woman (2-7g. 
per 100 ml.), whereas in a case of post-partum pituitary 
necrosis and one of pituitary chromophobe adenoma the 
levels were 0-2 and 0-4 yg. per 100 ml. respectively. 

[Despite the small number of cases studied the results 
are sufficiently consistent to be statistically significant.] 

Peter Kendall 


393. Eosinopenia Caused by an Increase in Function of 
the Adrenal Cortex. (K pompocy 06 
KOB 
D. Ja. Suryain, A. F. Murcaxova, and N. A. BELov, 
u Topmoxomepanuu 


(Probl. Endokr. Gormonoter.] 3, 10-15, No. 4, July- 
Aug., 1957. 10 refs. 


During the first few days after experimental burning 
in guinea-pigs there is a definite increase in the urinary 
17-ketosteroid excretion, which returns to its initial level 
after about a month. Although-peripheral eosinophilia 
develops after burning in both animals and man, it is 
accompanied by a marked diminution in eosinophilo- 
poiesis in the bone marrow. The authors therefore 
conclude that an eosinopenic reaction in both the peri- 
pheral blood and the bone marrow indicates increased 
activity of the adrenal cortex. A. Orley 


394. Primary Aldosteronism 

M. D. MILNg, R. C. MUEHRCKE, andI. Airp. Quarterly 
Journal of Medicine [Quart J. Med.) 26, 317-333, July, 
1957. 10 figs., 47 refs. 


Although the condition of weakness or paralysis 
associated with excessive loss of potassium in the urine 
had been known for some time, no satisfactory explana- 
tion was forthcoming until Conn (J. Lab. clin. Med., 
1955, 45, 6; Abstr. Wild Med., 1955, 18, 143) first 
described the condition of primary aldosteronism in 4 
female patient in whom an adrenocortical tumour 
secreted excessive amounts of aldosterone, causing in- 
creased loss of potassium in the urine with retention of 
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sodium. Nine examples have so far been described in 
detail in the literature and the present authors now 
record, from the Postgraduate Medical School of London, 
2 further cases. Both were due to adrenal adenoma, and 
the first showed severe periodic paralysis but the second 
was almost asymptomatic. 

The first patient, a Nigerian woman aged 41, gave a 
12-year history of attacks of muscular weakness and 
there was a more recent history of attacks of acute 
pyelonephritis. She was hypertensive, and the urine 
showed a constant loss of 2 g. of protein per day in the 
urine; the urinary aldosterone excretion was abnormally 
high and the plasma potassium level was low (1-4 mEq. 
per litre). The patient was treated with regular potas- 


_sium supplements (110 mEg. per day) in the form of 


potassium chloride (2 g.) and citrate (1 g.) 3 times 
daily on the assumption that she was suffering from 
potassium-losing nephritis in association with chronic 
pyelonephritis. On this regimen she remained well for 
2 years, but then complained of increasing exertional 
dyspnoea. In view of Conn’s report (which had by 
now appeared) the condition was investigated by peri- 
renal insufflation and a large right-sided adrenal tumour 
was demonstrated and later removed. Subsequently the 
patient remained well without potassium supplements. 
The second patient, a woman aged 60, had no symptoms 
apart from mild and transient occipital headaches for 
which she consulted her doctor. Examination revealed 
only mild hypertension and proteinuria, but the electro- 
cardiogram suggested potassium deficiency and investi- 
gation showed the plasma potassium level to be 2 mEq. 
per litre. After perirenal insufflation had failed to show 
any evidence of neoplasm an exploratory operation 
revealed a left-sided adrenal tumour. This was removed, 
with subsequent return to normal of the plasma electro- 
lyte values, no potassium supplements or adrenal steroids 
being given after operation. 

In discussion the authors point out that a diagnosis of 
primary aldosteronism rests on three points: (1) proof 
that the patient is deficient of potassium; (2) proof that 
the deficiency is due to excessive loss of potassium; and 
(3) evidence as to whether the deficiency is due to primary 
renal disease or secondary to excessive production of 
aldosterone by the adrenal cortex. The first two points 
can be settled by subjecting the patient to a potassium 
balance test with added potassium supplements. The 
third is more difficult and can be decided only on the 
results of a number of investigations. Thus if the plasma 
potassium level remains low in spite of large potassium 
supplements the evidence is in favour of primary aldo- 
steronism, but if the potassium level is restored to 
normal no conclusion can be drawn. If renal biopsy 
reveals no structural abnormality a diagnosis of primary 
aldosteronism is likely. Perirenal oxygen insufflation 
combined with tomography is of value if an unequivocal 
result is obtained, but the method will not reveal a very 
small tumour, as occurred in the authors’ second case. 
The results of estimation of urinary aldosterone excretion 
may be misleading, but excessive excretion is in favour 
of primary aldosteronism. In doubtful cases the diag- 
nosis can be made certain only by a planned exploration 
of the adrenal glands, the anterior approach with simul- 
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taneous exposure of both glands being the most satis- 
factory operative technique when the side of the lesion is 
not known. John Lister 


395. Studies on Aldosterone Secretion in Man ‘ 

G. W. Tuorn, E. J. Ross; J. Crappé, and W. V. Horr. 
British Medical Journal (Brit. med. J.] 2, 955-966, Oct. 26, 
1957. 26 figs., 45 refs. : 


In a study of the mechanism of aldosterone secretion 
in man, carried out at the Peter Bent Brigham Hospital, - 
Boston, the mean urinary aldosterone excretion was 
first determined in 17 normal subjects and was found to 
be 5-0 (+3-0) wg. per-24 hours; but the reproducibility 
of the method was poor, and some subjects excreted as 
much as 15 yg. per day without any apparent change in 
diet. One normal subject on a low-sodium diet excreted 
increased quantities of aldosterone in spite of concurrent 
administration of 9-ca-fluorohydrocortisone, suggesting 
that aldosterone secretion was independent of the pituit- 
ary gland. After ACTH administration the aldosterone 
response was variable, and administration of beef growth 
hormone and chorionic gonadotrophin had no effect. 
In another case following sodium restriction there was 
an increased output of aldosterone, but only after a 
considerable fall in sodium output had first taken place. 
Potassium loading failed to alter aldosterone excretion 
to any significant extent. 

In 3 patients with secondary aldosteronism, as evi- 
denced by anasarca and increased urinary aldosterone 
excretion, treatment with “‘ amphenone B”’ reduced the 
aldosterone level to normal, but in only one case did a 
sodium diuresis occur. This patient was subjected to 
bilateral adrenalectomy in an unsuccessful attempt to 
reduce the potentiating effect of aldosterone on the 
oedema. Further, a case of primary aldosteronism is 


. quoted in which the aldosterone excretion was normal. 


The authors point out that there is a poor-correlation 
between the level of urinary aldosterone excretion and 
the salivary sodium: potassium ratio, so that determina- 
tion of the latter does not constitute a good screening 
test for aldosteronism. Denis Abelson 


396. Function of Aldosterone in the Metabolism of 
Sodium and Water in Pregnancy 

M. G. RINsLER and B. Ricsy. British Medical Journal 
[Brit. med. J.] 2, 966-969, Oct. 26, 1957. 2 figs., 24 refs. 


In this study, reported from King’s College Hospital 
Medical School, London, the urinary aldosterone excre- 
tion was estimated by a chemical method in 38 pregnant 
and 7 non-pregnant women. Of the former, 6 were 
healthy but the remaining 32 were suffering from dia- 
betes, pre-eclamptic toxaemia, or both. As pregnancy 
progressed urinary aldosterone excretion increased from 
between 2 and 10 yg. per 24 hours to 119-2+27:3 pg. 
per 24 hours at 32 to 40 weeks. It is suggested that this 
increase is a compensatory mechanism designed to 
maintain the extracellular fluid volume. In the patients 


with. toxaemia the mean aldosterone excretion was sig- 
nificantly lower than that of the healthy pregnant sub- 
jects; this finding is attributed to the raised extracellular 
fluid volume which is present in toxaemia. 
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The mean aldosterone output of diabetic patients 
without hypertension was 164-4+-25-3 yg. per 24 hours 
between the 32nd and 40th weeks of pregnancy. This 
was not significantly greater than normal, but 5 of the 9 
patients excreted more than 150 yg. per day, whereas 
only one out of the 6 normal subjects did so. This was 
thought to be due to the greater demand for sodium and 
water required by the larger foetus and amniotic fluid. 
Sodium retention, as judged by the urinary sodium: potas- 
sium ratio, was greater in toxaemic than normal patients 
with a similar aldosterone output, indicating that some 
factor other than aldosterone was involved in these cases. 

Denis Abelson 


397. The Adrenal Cortex and Administration of ACTH, 
Cortisone and a Combination of ACTH and Cortisone. 
{In English] 

VASAMA, L» KALLIOMAKI, RiTvA VASAMA, and 
E. NAATANEN. Annales medicinae experimentalis et 
biologiae Fenniae [Ann. Med. exp. Biol.. Fenn.| 35, 
Suppl. 1, 1-18, 1957. 36 figs., 22 refs. 


DIABETES MELLITUS 


398. Blood Pressure and Diabetic Retinopathy 
T. Kornerup. Acta ophthalmologica [Acta ophthal. 
(Kbh.)] 35, 163-174, 1957. 43 refs. 


At Karolinska Sjukhuset, Stockholm, the part played 
by hypertension in diabetic retinopathy was studied in 
1,285 unselected diabetics. The systolic and diastolic 
blood pressures in each case were expressed as “ relative 
pressures ”’, that is, as percentages of the average cor- 
responding pressures in non-diabetic subjects of the 
same age group as determined from large numbers of 
life-insurance examinations. It was found that the fre- 
quency of a relative systolic blood pressure of 110% or 
more increased with the duration of the diabetes and the 
severity of the retinopathy, while the frequency and 
severity of retinopathy increased with the relative systolic 
pressure. These findings also held true for diastolic 
blood pressure, although the differences were less marked. 
Of the 1,285 patients examined, 601 (47°%) had retino- 
pathy, in 150 (25%) of whom there was no increase in 
systolic blood pressure above the normal figure, and 
of 430 (33%) with a normal systolic blood pressure, 
150 (35%) had retinopathy. Although a x? analysis 
revealed some connexion between diabetic retinopathy 
and increased blood pressure, the author does not con- 
sider that hypertension can be regarded as the cause of 
the retinopathy. G. von Bahr 


399. Fundus Hypertonicus and Diabetic Retinopathy 
T. Kornerup. Acta ophthalmologica [Acta ophthal. 
(Kbh.)} 35, 175-183, 1957. 5 figs., bibliography. 


A study of 1,353 unselected cases of diabetes at 
Karolinska Sjukhuset, Stockholm, revealed hypertensive 
vascular changes in the optic fundus (“‘ fundus hyper- 
tonicus ”’) in 33-7°%% and diabetic retinopathy in 46:2%. 
Fundus hypertonicus was present in 40-3% of all cases 
of diabetic retinopathy; conversely diabetic retinopathy 
was found in 55-3% of all cases of fundus hypertonicus. 
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It is stated that fundus hypertonicus does not occur in 
non-diabetics before the age of 20 years, whereas it is 
found in 5% of diabetics in the age group 10-19 years. 
The incidence of this condition increased markedly with 
age in the patients studied, but was not very much 
influenced by the duration of the diabetes; on the other 
hand the incidence of retinopathy after the age of 20 
years was not influenced by age, but was found to increase 
with the duration of the diabetes. The results of this 
investigation therefore do not support the hypothesis 
that a causal relationship exists between fundus hyper- 
tonicus and diabetic retinopathy. G. von Bahr | 
400. Fructose and Diabetes 

J. A. MoorHouse and R. M. KArK. American Journal 
of Medicine [Amer. J. Med.] 23, 46-58, July, 1957, 
8 figs:, bibliography. 


Although fructose has been shown to be utilized nor- 
mally by diabetic patients, attempts to treat diabetes in 
the past by the substitution of fructose for other carbo- 
hydrates in the diet have met with little success. This 
may have been due to the fact that fructose was adminis- 
tered only intermittently, so that between meals the 
tissues had to be sustained by glucose synthesized in the 
liver from stored carbohydrate, fat, or protein. As 
part of an investigation into the metabolic effects of 
fructose, therefore, an attempt was made to determine 
whether fructose would be of more value in the treatment 
of diabetes if administered continuously through an 
indwelling gastric tube. 

In 5 patients with mild or moderately severe diabetes 
continuous feeding of fructose together with amino- 
acids and emulsified fats in a balanced and adequate 
liquid diet produced a well defined improvement varying 
inversely in degree with the severity of the diabetes in 
spite of the withdrawal of insulin. There was a reduction 
in the blood glucose level, a reduction of acetone forma- 
tion, and a gain in body weight. In 3 cases of severe 
diabetes, however, there was no measurable improvement. 
In no case was fructose recovered from the urine. 

The mode of action of fructose in the organism is 
reviewed in the light of these observations. This form 
of treatment is not considered to be of practical value. 
Administration of fructose “‘ obscures the laboratory 
picture”, may lead to unexpected hypoglycaemic reac- 
tions, and does not hasten recovery from ketosis. The 
intravenous administration of glucose and insulin is safer 
and just as effective. C. L. Cope 


401. The Mode of Action of Oral Antidiabetic Drugs: 
Sulphonamides and the Pituitary—Adrenal System. (Zur 
Wirkungsweise peroraler Antidiabetica: Sulfonylharn- 
stoff und Hypophysen-Nebennierenrinden-System) 

V. WENGER. Helvetica medica acta [Helv. med. Acta] 
24, 91-99, July, 1957. 3 figs., 18 refs. 


In experiments carried out at the Medical Out-patient 
Clinic, University of Ziirich, on a small number of dia- 
betic patients and healthy subjects the blood sugar level 
and urinary 17-ketosteroid and 17-hydroxycorticoid 
excretion after the oral administration of hypoglycaemic 
sulphonamides were estimated in three different studies. 
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In 7 suitable diabetics (that is, those over 45 years of age, 
sthenic, diabetic for 5 to 10 years, but receiving insulin 
for not more than 5 years) the administration of sulphona- 
mide in daily doses of 2-5, 1-5, 1, and 0-5 g. respectively 
on 4 consecutive days was substituted without a break 
for the previous insulin medication, and the urinary 
steroid excretion in 24-hour specimens determined. In 
2 of these patients the excretion of 17-ketosteroids rose 
and that of 17-hydroxycorticoids fell, while in the remain- 
ing 5 cases the 17-ketosteroid excretion fell, accompanied 
by a rise in 17-hydroxycorticoid excretion in 2 cases and 
a fall in the other 3. 

In 2 healthy persons the author then studied the effect 
of ACTH (20 mg. given intravenously over 8 hours) on 
ihe urinary excretion of the two hormones, the eosinophil 


‘count, and the plasma concentration of corticoids both 


before and after the oral administration of sulphenamide 
for 3 days in doses as before. This study showed that 
there were no significant changes in any of the values. 
in a third experiment, again on 2 healthy persons, the 
glucose tolerance was tested by the simultaneous intra- 
venous administration of glucose (0-5 g. per kg. body 
weight in 500 ml. of water) and “cortisol ’’ (100 mg. 
in 300 ml. of saline) both before and after the oral 
administration as above of sulphonamide for 4 days. 
In one of the subjects the sulphonamide failed to affect 
the normally lowered glucose tolerance after cortisol; in 
the second subject, however, the usual initial rise of the 
blood sugar level was partly checked by the sulphona- 
mide, but the subsequent fall in the level was not notice- 
ably accelerated. An antagonistic effect of the sul- 
phonamide on the cortisol-induced lowering of the 
glucose tolerance was not excluded, but appears to 
the author to be unlikely. She concludes that the corti- 
cal tissues are not the site of action of the antidiabetic 
sulphonamides. L. H. Worth 


402. Clinical Experience with Tolbutamide 

G. Wa ker, J. D. H. SLATER, E. K. WEsTLAKE, and 
J.D. N. Nasarro. British Medical Journal (Brit. 
med. J.] 2, 323-325, Aug. 10, 1957. 4 figs., 7 refs. 


The results of treatment with the sulphonylurea drug 
tolbutamide have been assessed at the Middlesex Hos- 
pital, London, in 72 diabetic patients, of whom 41 had 
previously been stabilized on diet alone, 19 had been 
treated with carbutamide, and 12 had required from 
12 to 60 units of insulin a day. All were kept on a 
diet containing from 80 to 220 g. of carbohydrate daily 
while tolbutamide was being given in doses of 0-5 g. 
twice or thrice daily, increasing to a maximum of 4 g. a 
day. 

Of the 53 patients not previously treated with car- 
butamide, 7 (139%) showed no response, 33 improved 
immediately (20 (61°%) of these continuing to do well), 
and the remaining 13 showed a delayed improvement 
after 12 to 16 weeks, 9 of these (699%) being adequately 
controlled with tolbutamide for up to one year. 

19 who had responded to carbutamide did so to tol- 

butamide. Diabetic symptoms when present were 

relieved and blood sugar levels significantly reduced, 

while most of the patients also gained weight. At the 
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end of the trial, however, 22 (42°%) of the 53 patients 
still taking tolbutamide were not satisfactorily controlled, 
owing in part to failure to follow the diet. The 
side-effects encountered were less serious than with 
carbutamide. In 19 (26%) of the original patients 
treatment had to be stopped for the following reasons: 
failure to respond (7 cases), development of resistance 
(2), rash (2), and abdominal symptoms (4, in one of 
which there was re-activation of a duodenal ulcer). 
Among the 7 cases of total failure of the treatment 
mentioned above were 4 out of the 7 patients who 
had previously had ketosis. No signs of blood dyscrasia 
were detected. 

The authors conclude that about 50° of non-ketotic 
patients with mild diabetes who are not excessively 
overweight will improve on tolbutamide, but it is 
important to prevent increase in weight by adequate 
dietary control if the treatment is to be successful. 
Kenneth Gurling 


403. The Results of Treatment of Diabetes Mellitus 
with Synthetic Hypoglycaemic Drugs. (Résultats statis- 
tiques sur le traitement du diabéte sucré par les hypo- 
glycémiants de synthése) 

P. Unry, G. Marcet, M. Duizenp, R. VARIN, M. 
COHEN, and —. TExIER. Bulletins et mémoires de la 
Société médicale des hépitaux de Paris {Bull. Soc. méd. 
Hop. Paris] 73, 630-638, June 21, 1957. 


The authors describe, from the Hépital de la Pitié, 
Paris, the results obtained with three antidiabetic sul- 
phonamides, namely, tolbutamide, carbutamide (‘‘ BZ- 
55°’), and R.P.2259” (p-aminobenzene-sulphonamido- 
_3-butylthiodiazol) in the treatment of 309 diabetics 
ranging in age from 18 to over 70. 

The results, which are tabulated in groups according 
to the age of the patients, show that 10 (66°%) of 15 
juvenile diabetics (age 18 to 30) were improved by these 
drugs. The highest percentage of success (84-99%) was 
obtained among the 106 patients in the age group 50-60, 
and the lowest (26°%) in those aged 30 to 40 years. The 
best results were noted in patients in the first year of the 
disease, and good results also in those with diabetes of 
many years’ duration (5 to 20 years). Diabetics taking 
over 40 units of insulin daily were found to have only a 
10% chance of improvement, whereas if the dosage of 
insulin was 20 units or less the chance of a good result 
rose to 82°%. 

The authors describe a hypoglycaemic test in which 
3 g. of the antidiabetic sulphonamide is given to the 
fasting diabetic; if the maximum fall in the blood 
sugar level is by more than 40% of the original level a good 
result from this form of therapy may be expected. A 
recurrence of the diabetes severe enough to require 
insulin was observed in 21 patients during sulphonamide 
therapy; this relapse occurred either spontaneously or 


.as a result of intercurrent illness. No serious complica- 


tions attributable to the sulphonamides were observed, 
the lowest possible maintenance dose, which was 
usually 0-5 g. daily, being given. 
The histological changes in the pancreas in 3 patients — 
who died of intercurrent disease are described. 
I. McLean Baird 
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The Rheumatic Diseases 


404. Regional Variations in the Innervation of Deep 
Fasciae and Aponeuroses 

D. L. StmweLt. Anatomical Record (Anat. Rec.] 127, 
635-648, April, 1957. 1 fig., 22 refs. 


The innervation of deep fasciae and aponeuroses has 
been studied at Stanford University, California, by gross 
dissection in 8 human cadavers and in 17 monkeys and 
4 rabbits by intravital staining with methylene blue. 
The fasciae are innervated by both deep and cutaneous 
nerves which may pass for some distance along the 
aponeuroses and tendons before ending in free arboriza- 
tions of small-diameter fibres and encapsulated nerve 
endings. In most regions the endings are sparsely dis- 
tributed compared with those in skin and periosteum, 
but in the hand and in the iliotibial tract nerve endings are 
particularly frequent. The functional implications of 
this type of innervation are fully discussed in the light of 
classic observations upon the sensory supply of deeper 
structures. Peter Ring 


ACUTE RHEUMATISM 


405. Acute Rheumatic Fever in Children. A Compari- 
son of Six Forms of Treatment in 200 Cases 
R. S. ILLINGworth, J. Lorsper, K. S. J. RENDLE- 
SHort, G. H. Jowett, and W. M. Gipson. Lancet 
[Lancet] 2, 653-659, Oct. 5, 1957. 14 refs. 


The authors here analyse their total experience during 
the past 9 years at the Children’s Hospital, Sheffield, of 
6 different forms of treatment for rheumatic fever. 
Altogether 200 children were studied. Of these, 145 
were included in various controlled studies—S55 in a 
comparison of the effects of bed rest alone and salicylates, 
17 in the Anglo-American cooperative comparison of 
salicylates in low dosage with corticoids, 30 in a com- 
parison of cortisone plus salicylates in high ‘dosage 
with salicylates alone in high and low dosage, and 45 in 
a comparison of cortisone plus salicylates in high dosage 
with cortisone plus salicylates in low dosage and with 
cortisone alone. The remaining 55 were extra cases 
which had been treated during the same period by the 
same methods, but had not been included in the main 
series. 

As judged by the rate of fall of the erythrocyte sedi- 
mentation rate, treatment with cortisone plus salicylates 
in high dosage was the most effective method used; cor- 
tisone given alone or with salicylates in low dosage was 
more effective than treatment with salicylates only, which 
in turn gave better results than were obtained with no 
specific treatment; there was no difference between the 
effects of salicylates in high and low dosage. The dura- 
tion of the arthritis was least in the groups receiving corti- 
sone, and was less in those receiving salicylates alone 
than in those receiving no specific treatment. New 


rheumatic manifestations developed in none of the 
cortisone-treated cases, in 6 of the 77 patients receiving 
salicylates only, and in 9 of the 42 given no specific treat- 
ment. Systolic or diastolic murmurs developed less 
frequently in children receiving cortisone, with or without 
salicylates, than in the rest, and a higher proportion of 
the cortisone-treated children than of the others who 
developed murmurs ultimately lost them. The import- 
ance of early treatment was apparent, as only 2 out of 
8 cortisone-treated children who had been admitted after 
30 or more days’ illness lost their murmurs compared 
with 20 out of 30 so treated who had had symptoms for 
less than 30 days on admission. 

It is concluded that cortisone combined with salicy- 
lates in high dosage is the most effective of the various 
methods of treatment of rheumatic fever studied. (There 
is a detailed statistical addendum.) CC. Bruce Perry 


406. Observations on an Epidemic of Streptococcal In- 
fections and Recurrences of Rheumatic Fever among 
Children Treated with Penicillin 

M. Markowitz. Pediatrics [Pediatrics] 20, 257-267, 
Aug., 1957. 22 refs. 4 


Observations concerning the dosage of penicillin 
required to prevent recurrences of rheumatic fever are 
reported from Johns Hopkins School of Medicine, 
Baltimore. The study was carried out in a children’s 
convalescent home, in which were 33 children who were 
convalescent from acute rheumatic fever, during the 
course of an epidemic of streptococcal pharyngitis. 

Each of the rheumatic children received a single daily 
prophylactic dose of 200,000 units of benzathine peni- 
cillin by mouth. In spite of this, however, 11 of them 
developed Group-A streptococcal infections, indicating 
that the dosage was inadequate. It is suggested that at 
least double this dosage of penicillin should be given to 
such susceptible children in a closed community. 

The infected rheumatic children were treated with 
penicillin in various dosages and 4 of them, who received 
a single intramuscular injection of 600,000 units of ben- 
zathine penicillin, developed a recurrence of rheumatic 
fever. It is therefore suggested that this dosage is in- 
adequate for the prevention of rheumatic fever in a 
susceptible subject who develops a streptococcal infection, 

[This is an important paper.] R. S. Illingworth 


407. Observations on Serum Lipid Levels in Rheumatic 
Subjects and Their Siblings 

I. CHANG, A. F. Copurn, and P. P. PARGELLIS. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 234, 
78-84, July, 1957. 16 refs. 


It has been reported that in patients with rheumatic 
fever the serum phospholipid level is low, and one of the 
present authors showed (Coburn, Amer. J. Dis. Child., 
1945, 70, 339) that feeding large amounts of whole egg- 
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THE RHEUMATIC DISEASES 


yolk powder prevented recurrence of rheumatic fever. 
At the Rheumatic Fever Research Institute, Chicago, 
the serum total lipid, phospholipid, and cholesterol 
levels were determined over a period of 2 years in a group 
of 34 patients who had had rheumatic fever and a smaller 
group of their siblings who had no history of rheumatic 
disease. The group who had had rheumatic fever received 
an alcohol-soluble extract of egg-yolk, the equivalent of 
two to three egg-yolks a day being consumed, over the 
period of the trial. Fasting venous blood samples were 
obtained from the rheumatic patients when they were 
receiving their usual diet and again after a period of sup- 
plementary egg-yolk feeding. 

Two methods of lipid extraction were used; in the first 
year the method employed required prdlonged boiling, 
which was thought to decompose lipid; in the second 
year the method of Skerry and Warren was employed. 
The serum total lipid and cholesterol levels were signifi- 
cantly lower before treatment in the rheumatic fever 
group than in the controls. After egg-yolk was added 
to the diet the serum total lipid, cholesterol, and phos- 
pholipid values rose, but little increase was seen after 
3 months. [These findings are difficult to evaluate 
because of the’change in methods and because the possible 
effects of seasonal change are not discussed.] 

E. G. L. Bywaters 


408. Rheumatic Fever in the Aged. Report on a Hos- 
pital Series from Oslo. [In English] 

H. K3ORSTAD. Acta medica Scandinavica [Acta med. 
scand.] 158, 337-349, Sept. 20, 1957. 2 figs., 16 refs. 


It is first pointed out that during the last 50 years the 
incidence of rheumatic fever in Scandinavian countries 


has tended to decline. A table giving the number of 
notified cases of the disease per 10,000 inhabitants in 
Helsinki, Oslo, and Copenhagen at various dates in the 
last 75 years shows that there has been a pronounced 
fall—for example, the notifications in Oslo were 40 per 
10,000 in 1885 and 1-4 per 10,000 in 1951-55. 

A study is then reported of the incidence of rheumatic 
fever in elderly subjects, based on the total number of 
patients with a diagnosis of acute rheumatism or rheu- 
matic fever discharged from Ulleval Hospital, Oslo, 
over the period 1923 to 1927 (283 such patients) and over 
the 10-year period 1946 to 1955 (298 patients). These 
cases were analysed by age and sex, a series recorded 
from the same hospital between 1895 and 1907 being 
used for purposes of comparison. A _ considerable 
change in age distribution was observed, the mean age in 
the three periods 1895-1907, 1923-27, and 1946-55 
being respectively 25-8, 27-0, and 29-7 years for men, 
and 26-7, 28-4, and 35-9 years for women. This coin- 
cided with a shift towards older age groups in the general 
population of Oslo, and in the period 1946-55 the age 
distribution of patients with rheumatic fever accorded 
closely with that in the city population. In the 5-year 
period 1951-55, 25-7°% of rheumatic fever patients were 
over 50 years of age (27-7% of the city population), 
whereas in 1923-27 only 6% (18-8% of thecity population) 
were over this age. The shift in age distribution was 
predominantly among females. 
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Of 46 patients over the age of 50 (7 of them over 70) 
who were discharged between 1946 and 1955, 17 had a 
history of previous attacks of rheumatic fever or pre- 
existing heart disease—a proportion considerably higher 
than that in a control group of patients without rheu- 
matic fever discharged during the same period. Dis- 
cussing the clinical findings in these 46 patients, the author 
states that fever (38° C. for 2 days) occurred in 32, the 
erythrocyte sedimentation rate was above 20 mm. in 
one hour in all but one, and 34 had polyarthritis. There 
were, however, pre-existing chronic joint lesions in 15 
patients, and in at least 4 chronic rheumatism persisted 
after discharge. Carditis was present in 14 (11 of whom 
had no previous history of the condition); this was 
revealed by changes in the electrocardiogram in 12, only 
2 of the patients having clinical pericarditis. In 33 of 
the 46 patients the diagnosis accorded with the criteria 
laid down by the American Heart Association. 

E. G. L. Bywaters 


CHRONIC RHEUMATISM 


409. Clinical Observations on the Local Treatment of 
Rheumatic Diseases with Prednisolone Trimethylacetate. 
(Observations cliniques sur le traitement local des mala- 
dies rhumatismales avec le triméthylacétate de prédni- 
solone) 

A. Ropeccui and §. pi Vittorio. Praxis [Praxis] 46, 
767-770, Aug. 29, 1957. 10 refs. 


In a study carried out at St. John the Baptist and City 
Hospitals, Turin, a trial was made of prednisolone 
trimethylacetate (P.T.A.), given by local injection, in the 
treatment of 53 rheumatic patients who received a total 
of 86 injections each of 1 to 2 ml., that is, equivalent to 
10 to 20 mg. of P.T.A. The series included 14 cases of 
osteoarthritis and 15 of rheumatoid arthritis. In 19 
cases it was possible to compare the effects of P.T.A. 
with those of hydrocortisone acetate and prednisolone 
by injecting corresponding joints affected to a comparable 
degree. The authors conclude that in the majority of 
cases 10 mg. of P.T.A. gave better results than 25 mg. of 
hydrocortisone or prednisolone. D. Preiskel 


410. Prednisone and Prednisolone Therapy in Rheuma- 
toid Arthritis. Clinical Evaluation, with Emphasis on 
Gastrointestinal Manifestations in One Hundred and 
Fifty-six Patients Observed for Periods of Four to Four- 
teen months 

B. L. Stovzer, J. H. Barr, C. H. Etsensets, R. L. 
WECHSLER, and H. M. Marao.is. Journal of the 
American Medical Association [J. Amer. med. Ass.] 165, 
13-17, Sept. 7, 1957. 3 figs., 9 refs. 


At the St. Margaret Memorial and Montefiori Hospi- 
tals, Pittsburgh, Pennsylvania, prednisone or predni- 
solone was given to 156 patients (60 males and 96 
females) aged 9 to 78 years suffering from rheumatoid 
arthritis. In 27% of the patients the duration of the 
disease was more than 15 years. In most of the cases 
the initial dosage ranged from 10 to 40 mg. daily, the 
maintainance dose being 10 mg. daily. [The authors 
do not distinguish between the two drugs as regards 
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dosage or the results obtained.] The patients were 
observed for 4 to 14 months, the majority being under 
observation for more than 8 months. The results were 
assessed on the basis of activity of the disease, functional 
capacity, and, in the case of adult males, employability 
before and at some tinmie during treatment. It was 
found that as regards activity of the disease 89 (59%) of 
the patients improved one grade (classification of Stein- 
brocker) and that in functional capacity 64 (41%) im- 
proved one grade. Of the 30 males who were unfit for 
work before treatment, 9 went back to work during the 
course of treatment. Side-effects, such as moon face, 
nuchal hump, striae, and ecchymoses were noted in almost 
all of the patients. The number complaining of dys- 
pepsia doubled during treatment, and x-ray examination 
of the gastro-intestinal tract in 43 who had severe dyspep- 
sia showed peptic ulcer in 7. In addition there were 5 
cases of gastric haemorrhage or perforation, and in 3 
patients hyperglycaemia with glycosuria developed, in- 
sulin being required by 2 of them. There were 3 deaths 
during treatment—one each from bile-duct cancer, 
perforation of the colon and general vasculitis, and gastric 
haemorrhage. William Hughes 


411. Macroglobulins in Rheumatoid Arthritis. Pre- 
liminary Report. [In English] 

N. Svartz. Acta medica Scandinavica [Acta med. 
scand.| 158, 163-165, Aug. 13, 1957. 1 fig., 5 refs. 


The remarkable circumstance has been brought to 
light that blood serum from patients suffering from 
rheumatoid arthritis may reveal the presence of a con- 
siderable amount of macroglobulins. This macro- 
globulin fraction has been found to contain the rheuma- 
toid factor, i.e. that factor in rheumatoid arthritis which 
is capable of inducing a certain type of haemagglutina- 
tion reaction.—[Author’s summary. ] 


412. Peptic Ulceration Occurring during Therapy for 
Rheumatoid Arthritis 

F. Kern, G. M. Crark, and J. G. LUKENS. Gastro- 
enterology [Gastroenterology] 33, 25-33, July, 1957. 


The conflicting reports in the literature on the inci- 
dence of peptic ulcer occurring during adrenal steroid and 
phenylbutazone therapy led the authors to study the 
clinical records of all patients with rheumatoid arthritis 
attending the Arthritis Clinic of the General Hospital, 
Colorado, over a recent 10-year period, with special 
reference to gastro-intestinal symptoms. The records 
of 169 patients (66 men and 103 women) were studied, 
dyspeptic symptoms being collated in relation to age, sex, 
duration of arthritis, and type of treatment. The diag- 
nosis of peptic ulcer was accepted only if the presence 
of an ulcer had been confirmed radiologically, gastro- 
scopically, or at operation. Peptic ulcer was present in 
12 males and 9 females, an incidence of 12:5%, but 6 of 
the males had had an ulcer before the onset of rheuma- 
toid arthritis, so that the over-all incidence of new ulcers 
was 9-2°% (15 cases). The new ulcers were equally dis- 
tributed between the duodenum and stomach (the site of 
one was unknown), in contrast to the old ulcers, all but 
one of which were duodenal. 


THE RHEUMATIC DISEASES 


In assessing the effect of treatment the authors assumed 
that in all cases variable amounts of aspirin were taken 
for pain during therapy with phenylbutazone and steroids. 
The dosages employed were: phenylbutazone 200 to 
800 mg. a day, usually 400 mg. a day; prednisone or 
prednisolone 5 to 40 mg. daily; cortisone 25 to 100 mg. 
a day; and hydrocortisone 30 to 50 mg. daily. A new 
ulcer developed in 7 patients taking phenylbutazone and 
in 7 taking steroids. (In one it developed before treat- 
ment started.) These could not be related to the dura- 
tion of therapy as this varied from 4 to 37 months for 
phenylbutazone and from 3 to 16 months for steroids. 
The dosage of the steroids, however, appeared to be 
of great importance, the critical level being in the 
region of 50 mg. of cortisone and 15 mg. of prednisone. 
Of the 116 patients receiving the lower dosage schedule 
a new ulcer developed in one only, whereas new ulcers 
were found in 5 out of 22 taking higher dosages. The 
duration of arthritis also appeared to increase the risk of 
developing an ulcer; this tendency, the authors state, 
was not just a function of age. They conclude that 
there is a definite increase in the incidence of peptic 
ulcer in patients with rheumatoid arthritis compared 
with the general population, and that this is related to 
treatment with steroids and phenylbutazone. 

B. M. Ansell 


413. Psoriatic Ankylosing Spondylitis. (A propos de 
la spondylarthrite psoriasique) 

J. GRABER-DUVERNAY. Revue du rhumatisme et des 
maladies ostéo-articulaires [Rev. Rhum.] 24, 288-298, 
April, 1957. 6 figs., 24 refs. 


The author presents, from Aix-les-Bains, a study of 23 
cases (all in males) of ankylosing spondylitis associated 
with psoriasis. Of 3 of these cases described in detail, in 
2 the spondylitis preceded the psoriasis by 28 and 25 
years respectively and in the third the psoriasis appeared 
28 years before the spondylitis. The author emphasizes, 
however, that these cases are.not typical of the series. 
In 14 the psoriasis appeared first, in only 4 did it follow 
the onset of spondylitis, and in the remaining 5 the onset 
of the two conditions was more or less simultaneous. 
It was reported by 5 patients that exacerbations of both 
conditions occurred simultaneously, and 6 had found 
that they alternated; the other 12 had noted no relation- 
ship. The age of onset of the spondylitis varied from 
22 to 53 years; it was noteworthy that in 3 cases the 
age of onset was over fifty years. In 13 cases cervical 
symptoms developed, although these never appeared 
first: Peripheral joint affection was common, occurring 
in 19 of the 23 cases, in 9 of which a peripheral joint 
was the site of onset. The joints most frequently 
affected were those of the shoulders, knees and hands. 

Heredity appeared to play an important part. A posi- 
tive family history of psoriasis was obtained in 6 cases, of 
spondylitis in 3, and of both conditions in one. The 
author points out that these cases differ sufficiently 
from the clinical picture of ankylosing spondylitis without 
psoriasis to suggest that “‘ psoriatic ankylosing spon- 
dylitis ** may be a separate clinical entity. 

B. E. W. Mace 
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Physical Medicine 


414. Significance of the Pharynx in Rehabilitation of 
Poliomyelitis Disabilities in the Cervical Area 

J. F. Bosma. Archives of Physical Medicine and Re- 
habilitation [Arch. phys. Med.} 38, 363-368, June, 1957. 
4 figs., 3 refs. 


In this paper from the University of Utah College of 
Medicine, Salt Lake City, the author describes clinical 
_ observations on 47 patients suffering from bulbar polio- 
myelitis, with special reference to disabilities of the 
pharynx. He stresses the importance of the suboccipital 
muscles which, when weak, allow a cervical lordosis. 
This causes occlusion of the pharynx if there is also 
weakness of the hyoid suspensory muscles and is aggra- 
vated by hyperextension of the head; swallowing then 
becomes very difficult. Weakness of the intrinsic and 
suspensory muscles of the mouth, pharynx, and larynx 
also causes difficulty in swallowing and may necessitate 
adaptive movements of the head and trunk to 9vercome 
this. There may also be muscle contractures, especially 
of the pretracheal, sternohyoid, and sternothyroid 
muscles, often associated with tracheotomy. All these 
factors prevent the normal mechanism of swallowing, 
respiratory control, and speech. It is suggested that 
pharyngeal patency may be regained or maintained by 
cephalic traction, and then an intensive programme of 
manual mobilization of the cervical and submental area 
should be started, with pneumatic inflation of the mouth 
and pharynx, followed by speech therapy. 
The author discusses methods of testing for weakness 
and contractures, including radiography. 
J. B. Millard 


415. Further Studies on the Treatment of Lymphedema 
G. K. STILLWELL, J. W. B. REDFORD, and F.'H. KRUSEN. 
Archives of Physical Medicine and Rehabilitation [Arch. 


phys. Med.] 38, 435-441, July, 1957. 10 refs. 


The mechanism which is responsible for the develop- 
ment of oedema in the arm after radical mastectomy is 
discussed. The hydrostatic pressure within the capillar- 
ies may be increased by venous obstruction, and swelling, 
by stretching the tissues, will reduce the tissue hydrostatic 
pressure. Treatment of the oedema should aim at 
increasing the drainage and the hydrostatic pressure in 
the tissues. Oedema can be reduced by elevation of the 
arm, massage, and muscular contraction, but may recur 
when the arm is dependent again; but if the oedema can 
be controlled for several weeks, then the tissues will 
regain their elasticity and control the oedema. 

At the Mayo Clinic the authors have devised a form of 
treatment for oedema of the upper limb. The patient 
is first treated in hospital by intermittent centripetal 
compression with a “ vasopneumatic ”’ device, and this 
is followed by massage and voluntary muscle contractions 
with the arm raised on pillows. An elastic bandage is 
then applied to the arm, and the patient lies down for 


30 minutes with the arm raised, the muscular contractions 
being repeated regularly; the bandage is then taken off 
and re-applied. At night the bandage is removed, but 
the patient sleeps with the arm raised. The patient con- 
tinues the elevation, elastic bandaging, and exercise at 
home for 2 months, after which the bandage is left off 
for gradually increasing periods. 

The authors devised a method of measuring the oedema 
in 16 patients for whom a follow-up examination was 
possible. There was satisfactory reduction in the 
oedema in 11 who carried out the trcatment conscien- 
tiously; the remaining 5 followed the regimen only 
partially, but in 2 of these the response was satisfactory. 

W. Tegner 


416. Physical Medicine Management of Thoracic Sur- 
gery Patients 

R. A. Greco, F. J. SHEFFIELD, and A. F. MASTELLONE. 
American Journal of Physical Medicine [Amer. J. phys. 
Me.) 36, 164-172, June, 1957. 8 figs., 3 refs. 


The authors of this paper from Fitzsimons Army 
Hospital, Denver, Colorado, draw attention io the 
increasing part played by physiotherapy in the manage- 
ment of patients who have been operated on for pul- 
monary tuberculosis. In patients who are not given 
adequate physiotherapy after such operations as thoraco- 
plasty or wedge excision there is a real danger of perma- 
nent deformity. In these patients deviation of the head 
and neck away from the side of the operation, elevation 
of the shoulder-girdle on the side of the operation, 
scoliosis, and stiffness of the shoulder-joint can develop. — 
While modified thoracoplasty produces less deformity 
than the reduced operation, adequate physiotherapy can 
greatly lessen disability after both operations. Such 
treatment consists in over-coirecting the bad posture 
assumed by the patient after operation and initiating a 
taeticulous programme of muscle re-education. 

The paper includes graphs showing the increase be- 
tween 1947 and 1954 in the number of chest operations 
for pulmonary tuberculosis and reproductions of photo- 
graphs illustrating the final results in patients who have 
received physiotherapy after operation and those who 
have not. W. Tegner 


417. Pneumatic Pulsatile Mobilization: a Possible 
Method of Motor Rehabilitation in the Pharynx Area 
J. F. Bosma. Archives of Physical Medicine and Re- 
habilitation [Arch. phys. Med. 38, 679-681, Nov., 1957. 
3 figs., 7 refs. 


418. Physiology of Skeletal Muscular Circulation: a 
Review 

G. K. STILLWELL. Archives of Physical Medicine and 
Rehabilitation {Arch. phys. Med.| 38, 682-688, Nov., 
1957. 20 refs. 
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Neurology and Neurosurgery 


419. Graphic Interpretation of Isotope Localization of 
Intracranial Lesions 

S. N. Cuou and L. A. FreNcH. Journal of Neurosurgery 
[J. Neurosurg.) 14, 421-429, July, 1957. 12 figs. 


The use of radioactive iodinated serum albumin 
(R.1.S.A.) in the location of suspected intracranial neo- 
plasm in 69 patients is reported from the University of 
Minnesota Medical School, Minneapolis. Each patient 
was given 5 uc. of R.I.S.A. per kg. body weight and radio- 
activity was recorded with a scintillation counter at 24 
standard cranial sites 24 hours later. 

The analysis of the data so obtained is described. In 
the asymmetry method of analysis the count from each 
position is compared with the count from the correspon- 
ding position on the opposite side of the head. This 
method was found to be accurate in locating the tumour 
in 47 cases (68%), but failed to locate, for example, 
midline lesions which influenced the count on both sides 
to an equal degree. To overcome these difficulties the 
same data were analysed by a method of graphic analysis 
in which the count from each position in a given patient 
was compared with the value for that position obtained 
in the examination of a series of 27 normal subjects, in 
whom it was found that the count varied from position 
to position on the head, being higher where thick layers 
of muscle and soft tissue were present. By use of the 
graphic method the location was correct in 87% of 
the cases. This method was particularly valuable in the 
location of midline neoplasms and peripheraliy situated 
cystic tumours. It was not more helpful in locating 
lesions of the posterior fossa, which present difficulties 
with either method, the counts from this region in the 
normal subjects having shown wide variations. 

R. G. Rushworth 


420. Electrolyte Levels in Normal and Dystrophic 
Muscle Determined by Neutron Activation 

J. D. WiiiiaMs, B. M. ANSELL, L. ReiFFeL, C. A. STONE, 
and R. M. Kark. Lancet [Lancet] 2, 464-466, Sept. 7, 


1957. 16 refs. 


Using the method of neutron activation, samples of 
skeletal muscle from patients with progressive muscular 
dystrophy, miscellaneous muscular disorders, and from 
healthy people were analysed for sodium, potassium, and 
phosphorus. The levels of potassium referred to in the 
non-collagen nitrogen of the tissue were significantly 
lower in the dystrophic group than in the normals. 
Sodium levels were higher in the dystrophics to a similar 
degree of significance.—[Authors’ summary.] 


421. The Autonomic Nervous System in Its Relation to 
Some Forms of Heart and Lung Disease. 1. Heart 
~ Disease 

R. Datey. British Medical Journal [Brit. med. J.] 2, 
173-179, July 27, 1957. 28 refs. 


BRAIN AND MENINGES 


422. Arteriographic Demonstration of the Collateral 
Circulation of the Cerebral Hemispheres 

L. A. Mount and J. M. Taveras. A.M.A. Archives of 
Neurology and Psychiatry [A.M.A. Arch. Neurol. Psy- 
chiat.] 78, 235-253, Sept., 1957. 12 figs., 39 refs. 


By means of angiographic studies, carried out at 
Columbia University College of Physicians and Surgeons, 
New York, the authors have demonstrated in a series of 
patients subjected to ligation of the carotid arteries or 
their branches the very rich anastomoses, actual and 
potential, between the chief arteries supplying the cere- 
bral hemispheres. While the main site of the re-shunting 
is the circle of Willis, these studies have shown that 
there are also direct and secondary anastomoses between 
the anterior, middle, and posterior cerebral arteries, and 
between the arterial systems of the external and internal 
carotid arteries. L. Crome 


423. Change of Acoustic Function in Word Deafness, 
(Akustischer Funktionswandel bei Sprachtaubheit) 

H. E. Ricuter. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.] 196, 99-113, 
1957. Bibliography. 


From the Neuropsychiatric Clinic of the Free Univer- 
sity of Berlin the author reports the case of a 43-year-old 
woman with cerebral vascular disease who had suffered 
an attack of temporary aphasia 13 years previously. A 
second episode of sensory aphasia was not followed by 
restitution of function, and a new cerebral vascular insult 
about a year later further worsened the aphasia. Cere- 
bral angiography aroused suspicion of an obliterating 
thromboangiitis. The case history indicated that the 
patient, who was right-handed, had a left-sided lesion 
initially, which was compensated for by the right hemi- 
sphere. The second lesion was on the right side. A 
connexion between left-sided anomalies in the audio- 
gram and word deafness was excluded. There were, 
however, psychological symptoms—for example, slow- 
ness and perseveration as well as emotional blunting 
and apathy. 

Detailed examination showed that while there 
was only a slight reduction in spontaneous speech, 
understanding was seriously impaired, as also was the 
repeating of spoken words. Sense of rhythm and the 
perception of melodies were seriously disturbed. In 
order to differentiate between acoustic factors and 
factors of higher perceptive function a special test- 
situation was designed which allowed almost isolated 
observation of the acoustic function. In this situation 
there was a significant difference between the patient’s 
recognition of tactile and visual stimuli on the one hand 
and of acoustic stimuli on the other, proving the presence 
of an elementary acoustic disturbance at a frequency of 
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NEUROLOGY AND NEUROSURGERY 


stimulus of 80 per minute. The author found a remark- 
able correspondence between the defect of language 
perception and the inability to reproduce acoustic 
stimuli. He concludes that the acoustic perceptive 
deficiency might explain the disturbance of language 
perception, that is, the word deafness. 

{If similar auditory disturbances could be found in 
other cases of sensory aphasia, this would be an im- 
portant contribution to the understanding of higher 
speech anomalies.] K. Schmalbach 


424. Clinical Evaluation of ‘‘ Peganone ’’, a New Anti- 
convulsant 

C. H. CARTER and M. C. MALEy. American Journal of 
‘the Medical Sciences [Amer. J. — Sci.] 234, 74-77, 
July, 1957. 4 refs. 


The effect of a new anticonvulsant drug, “‘ peganone ”’ 
(3-ethyl-5-phenylhydantoin), was studied at the Florida 
Farm Colony, Gainesville, Florida, in 38 chronic refrac- 
tory epileptics aged 12 months to 18 years suffering from 
grand- and petit-mal seizures. The average daily inci- 
dence of seizures, excluding those occurring in attacks 
of status epilepticus, was recorded over a control period 
of 12 months, during which standard treatment was given. 
Peganone was then administered in an average daily 
dosage of 3 to 4 g. and continued for 36 to 467 days, 
the incidence of seizures being recorded as in the control 
period. In 33 patients some degree of improvement was 
noted, and in the group as a whole there was a reduction 
of 62% in the number of seizures during peganone 
therapy (63-79% reduction in grand-mal and 60-3°% in 
petit-mal seizures). Only 5 patients experienced an 
increase in the number of attacks. In 27 of the 38 
patients there was 50°% improvement. No evidence of 
hepatic, renal, or skin toxicity was found, although 
drowsiness occurred in one patient receiving over 4-5 g. 
of peganone daily. 

It is concluded that peganone is a valuable addition to 
the drugs at present available for the treatment of 
epilepsy. Marcel Malden 


425. Prognosis in Post-traumatic Epilepsy. A Ten- 
year Follow-up of Craniocerebral Injuries of World War IT 
A. E. WALKER. Journal of the American Medical 
Association [J. Amer. med. Ass.| 164, 1636-1641, Aug. 10, 
1957. 2 figs., 10 refs. 


The results of a 10-year follow-up study of patients 
suffering from post-traumatic epilepsy are analysed, 
with the special object of assessing the course of the 
disease. The series included 244 patients admitted to 
Cushing General (Army) Hospital, Framingham, Massa- 
chusetts, from 1945 to 1946, of whom all except 10 had 
had open wounds; all had had one epileptic fit and all 
but 4 had had more than one. During the period 
of observation 19 patients died, a mortality in excess 
of the normal for this age group (18 to 36 years); 10 
died in the first 5 years, 6 of them from causes related 
to the head injury, and 9 died in the second 5 years, 
6 of them from causes related to the injury. The 
author considers that the presence of a head injury with 
epilepsy increases the mortality risk threefold. Of 212 
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patients followed up for the full 10 years, over one-half 
were not gainfully employed. There seemed to be no 
close correlation between lack of employment and the 
number of fits or the neurological disorder. However, 
there did appear to be some correlation between intelli- 
gence quotient (I1.Q.) and employment, a much higher 
proportion of those with a high post-traumatic 1.Q. 
finding employment, even those with gross neuro- 
logical deficit associated with many fits. 

Of the survivors 46-1°% had been free from seizures for 
2 years and 35-6% for 5 years. In addition 14-6°% had 
had only occasional attacks in the preceding 5 years. A 
period of freedom from seizures in the first 5 years lasting 
a year or more was a good prognostic feature. In 
patients who had occasional seizures only in the first 5 
years there was a 25°%% chance of freedom from them 
during the succeeding 5 years. In patients with early 
onset of epileptic attacks the prognosis was no better 
than in those with jate onset, but the frequency of attacks 
was of prognostic importance. The author states that, 
** strangely ’’, the presence of a gross neurological deficit 
was a favourable prognostic factor. Cortical excisions 
of one type or another were carried out in some 40 
patients, but they fared no better than the group as a 
whole. No anticonvulsant drugs were given to 15°% of 
the patients, but they appeared to do as well as those 
given such treatment, the various drugs being equally 
effective or ineffective in controlling epileptic attacks. 

Brodie Hughes 


SPINAL CORD 


426. Epidemiologic Investigations of Amyotrophic Lateral © 
Sclerosis. III. A Genetic Interpretation of Incidence and 
Geographic Distribution 

L. T. KurRLAND. Proceedings of the Staff Meetings of 
the Mayo Clinic [Proc. Mayo Clin.] 32, 449-462, Aug. 
21, 1957. 15 refs. 


The author has collected statistics from 10 countries 
concerning the incidence of, and mortality from, motor 
neurone disease, including progressive muscular atrophy, 
progressive bulbar palsy, and amyotrophic lateral sclero- 
sis. These reveal a prevalence rate for the disease of 
about 4 to 6 per 100,000 population, with an incidence 
and death rate of about 1-4 per 100,000 per year. The 
figures were remarkably similar in all the countries 
studied, and similar rates were also obtained in a survey 
of the 30,000 residents of Rochester, Minnesota, over a 
10-year period. In contrast to these findings the preval- 
ence rate of amyotrophic lateral sclerosis among the 
Chamorro population of the Mariana Islands has been 
calculated to be about 420 per 100,000 population; no 
exogenous aetiological factors can be incriminated in this 
population and it appears that the disease i is genetically 
determined. 

The author draws attention to the numerous reports 
in the literature of familial motor neurone disease occur- 
ring in many different countries and gives reasons for 
concluding that there is no essential difference between 
the sporadic and the inherited disease. He suggests that 
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all cases of motor neurone disease may be genetically 
determined and due to an autosomal dominant gene of 
low penetrance. It is possible that in certain families 
(and in the Chamorros) the penetrance of the gene may 
be greatly increased through the modifying effect of the 
allelic gene or of genes in adjacent loci. Alternatively, 
it is conceivable that the gene may have a highly penetrant 
mutant which occurs only rarely. Whatever the explana- 
tion, it seems that an almost constant mutation rate must 
be invoked to explain the consistency of the incidence 
of these diseases in many different populations. 
John N. Walton 


427. Sciatica in Adolescents (between 14 and 20 Years). 
(La sciatique des adolescents (de 14 a 20 ans)) 

S. pe Size and J. LeverNiEUX. Revue du rhumatisme et 
des maladies ostéo-articulaires [Rev. Rhum.] 24, 270-278, 
April, 1957. 1 fig., 3 refs. 


Of 3,800 cases of sciatic pain seen in hospital practice in 
Paris, 52 (36 in females and 16 in males) were in patients 
in the age group 15 to 20 years. The lesion was almost 
equally distributed between the right and left sides, and 
between the 5th lumbar and the Ist sacral nerve roots; 
it was bilateral in 4 cases. The authors found that 
clinically these cases fell into two groups. In the first 
group (16 cases) the onset was acute, quite frequently 
with an overt traumatic cause. The acute pain usually 
persisted in spite of conservative treatment, and in 11 
cases operation for the removal of a disk protrusion was 
necessary to produce a satisfactory result. In the second 
group (36 cases) the onset was more gradual, usually 
followed a period of vague lumbar pain, and was less 
frequently associated with some traumatic episode, no 
definite cause being identified in most of these cases. In 
general, also, the condition was less severe and responded 
well to conservative measures, surgical intervention being 
necessary in only 7 of the 36 cases. 

The authors suggest that the first group represents 
those cases in which there has been frank herniation of 
the nucleus pulposus through the annulus, whereas the 
course in the second group suggests that there is, in 
these cases, an “* essential ” degenerative discopathy. 

B. E. W. Mace 


PERIPHERAL NERVES 


428. Acroparaesthesiae and the Carpal-tunnel Syndrome 
K. W. G. HEATHFIELD. Lancet [Lancet] 2, 663-666, 
Oct. 5, 1957. 8 refs. 


Opinion is still divided as to the cause of the syndrome 
manifested by pain and paraesthesiae in one or both 
hands which is worse at night and usually affects middle- 
aged women. Following the first description by Brain 
et al. (Lancet, 1947, 1, 277) of compression of the 
median nerve in the carpal tunnel, this condition 
has come to be recognized as one important cause 
of the syndrome. But many authorities believe that 
acroparaesthesia may be an entity in itself, or is 
due to other causes such as cervical spondylosis or 
compression at the thoracic inlet. 


NEUROLOGY AND NEUROSURGERY 


In this paper from St. Bartholomew’s Hospital, 
London, the author records his own experience of 80 
unselected cases of acroparaesthesia, of which 13 were 
in men and 67 in women; the majority of the patients 
were aged between 30 and 60. The duration of symptoms 
varied from 2 weeks to 20 years, and the complaints were 
mainly of painful “ pins-and-needles” or a burning 
tingling in the affected hand. !n most patients only the 
territory of the median nerve was involved, but about 
one-third of them stated either that the little finger was 
also involved or that the whole hand was affected. The 
pain was commonly found to spread up the arm. Of the 
80 patients, about one-third of whom had no abnormal 
physical signs when first seen, 51 were treated by splinting 
the wrist joint, 15 initially by carpal-tunnel decom- 
pression, and 14 conservatively by other means. Relief 
of symptoms following splinting of the joint in the 
neutral position was obtained almost immediately in all 
but 3 of the 51 patients so treated, but 11 of these patients 
later relapsed and had to be referred for operative 
decompression, which produced excellent results in 22 
of the 26 patients in whom it was carried out. In general, 
patients with gross median-nerve signs were regarded as 
unsuitable for treatment by splinting, this procedure 
being most satisfactory in those with nocturnal symp- 
toms but without physical signs as well as in pregnant 
patients, in whom the condition often cleared up after 
delivery. 

It is concluded that this study therefore strongly sup- 
ports Kremer’s view that acroparaesthesia is due to 
compression of the median nerve in the carpal tunnel 
and rarely, if ever, to conditions around the thoracic 
inlet. R. G. Rushworth 


429. Paralysis of the Legs in Sedentary Workers. A 
Preliminary Report 

A. A. Marinacct. Bulletin of the Los Angeles Neuro- 
logical Society [Bull. Los Angeles neurol. Soc. 22, 73-78, 
June, 1957. 7 refs. : 


The author describes, from the University of Southern 
California, Los Angeles, a syndrome due to pressure on 
the posterior tibial nerves in the popliteal fossae which 
occurs in persons who spend a large part of their time 
sitting at a desk, work bench, or machine. The symp- 
toms consist in tingling in the feet, cramps in the calves, 
and easy fatigue of the legs when walking, and the low 
backache which is an almost invariable symptom often 
confuses the diagnosis. In the early stages there are no 
objective signs, but in the course of time wasting of the 
gastrocnemius muscles occurs and there may be slight 
sensory changes. 

The author has found electromyography to be helpful 
in diagnosis, because this procedure demonstrates that 
the motor disability is confined to the muscles sup- 
plied by the posterior tibial nerve. The disorder may 
be unilateral or bilateral. When the patient is persuaded 
to change his sitting habits the symptoms usually gradu- 
ally improve, and ultimate recovery is the rule. The 
misleading nature of the syndrome, which often leads 
to much needless investigation, is emphasized. 

J. W. Aldren Turner 
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430. The Psychosis of Association—folie a deux 

K. Dewuurst and J. Topp. Journal of Nervous and 
Mental Disease [J. nerv. ment. Dis.| 124, 451-459, Nov., 
1956 [received Sept., 1957}. 22 refs. 


The authors report, from Littlemore Hospital, near 
Oxford, 5 cases of folie a deux, and suggest that the 
diagnosis of this condition rests upon fulfilment of three 
criteria: (1) a high degree of similarity of delusional 
content in the partners, although they may suffer from 
diferent psychoses—for example, senile psychosis in one 
and paraphrenic psychosis in the other; (2) an intimate 
rapport between the partners, who frequently isolate 
themselves from others; and (3) evidence that the part- 
ners share and support each other’s delusional ideas. A 
leader—-follower relationship generally exists between the 
partners before the dominant person becomes psychotic. 
Dominance depends on such factors as superiority in age, 
intelligence, education, and “* drive ”’. 

The authors do not favour the subdivision of cases of 
folie a deux into those of folie imposée, folie communiquée, 
folie simultanée, and folie induite, such subdivisions, in 
their view, being of doubtful validity and no practical 
vaiue. They suggest the term folie collective for cases in 
which an insane person induces in a large group of people 
an unshakable belief in his delusional ideas. They cite 
the case of a madman who, in 1838, collected a number 
of followers around him who worshipped him as the 
“Son of God”. He caused a series of riots in Bossen- 
den Wood, England, and was killed with many of his 
men by armed soldiers who had been sent to arrest him. 

F. K. Taylor 


43. Some Interrelations of Social Factors and Clinical 
Diagnosis in Attempted Suicide: a Study of 109 Patients 
E. Roprns, E. H. Scumipt, and P. O'NEAL. American 
Journal of Psychiatry [Amer. J. Psychiat.] 114, 221-231, 
Sept., 1957. 10 refs. 


Of 109 patients admitted to the St. Louis (Missouri) 
City Hospital after attempted suicide 86 fell into the 
following five diagnostic groups: manic-depressive 
depression, chronic alcoholism, conversion reaction 
(hysteria), sociopathic (psychopathic) personality, and 
an undiagnosed group. In the other 23 patients the’ 
diagnoses were brain syndrome”, schizophrenia, or 
drug addiction, but these groups were too small for 
Statistical analysis and are not further considered. 

Study of the answers to a questionary showed that a 
high percentage of patients in all groups came from 
broken homes originally, although this was less common 
among the manic-depressives (47°%) than among the 
others (54 to 86%). There was a family history of 
attempted suicide in 31°%% of patients in the conversion- 
reaction group. The manic-depressive patients, al- 
though forming the highest age group, showed much less 
evidence of previous maladjustment than did the others; 
thus compared with the manic-depressives the other 


Psychiatry 


129 


groups showed a higher prevalence of marital difficulties, 
previous admission to hospital, arrests, previous suicide 
attempts, and work difficulties. As the main reason for 
the suicidal attempt, a high percentage of the manic- 
depressive patients gave a reply showing depression or 
delusions, whereas all the other groups most frequently 
gave “ socially oriented” reasons. Among the patients 
with conversion reaction and sociopathic personality the 
reason was usually connected with the breakdown of 
marriage or a love affair, while the alcoholics related the 
reason to the drinking itself. When a manic-depressive 
did give a socially orientated reason, it was most often 
related to the “death of a loved-one”’’. Asked to 
describe the emotional reaction at the time of the attempt, 
patients in all groups showed in their replies a high preva- 
lence of depression, sense of worthlessness, and self- 
disgust. At the same time some feeling of anger or spite 
against others was found much more often in the chronic 
alcoholic, conversion-reaction, sociopathic, and un- 
diagnosed groups than among the manic-depressives, 
these last showing a much higher preoccupation with 
their own feelings. There was no significant difference 
between the groups in regard to previous thoughts of 
suicide or communication of intention to others. 

The chronic alcoholics were mostly men, while the 
patients in the conversion-reaction group were all women; 
there was no sex difference in the other groups. The 
manic-depressives were considerably older than the 
others, but subdivision of the groups into older and 
younger sections for purposes of comparison did not 
affect the differences already noted. Classification of 
the attempted suicide [no details of methods employed 
are given] as serious or otherwise showed that a serious 
attempt was made by 70°% of manic-depressives, 12°% of 
alcoholics, 6% of those with sociopathic personality, 
38% of the conversion-reaction group, and 10°% of the 
undiagnosed group. It is particularly noted that none 
of the patients was psychiatrically normal before the 
attempt, and that none of them was suffering from 
anxiety neurosis. E. H. Johnson 


432. Endocrine Activity in Psychiatric Patients with 
Menstrual Disorders 
J. H. Rey, U. NICHOLSON-BAILEY, and A. TRAPPL. 
British Medical Journal (Brit. med. J.| 2, 843-850, Oct. 
12, 1957. 7 figs., 36 refs. 


In this paper from the Institute of Psychiatry (Mauds- 
ley Hospital), London, the authors report a study of 
gonadal activity in 58 psychiatric in-patients suffering 
from (1) amenorrhoea below age 45, (2) irregular periods, 
(3) menstrual disturbances above age 45, and (4) puer- 
peral amenorrhoea. A study of serial vaginal smears 
taken over periods of 30 to 540 days gave information 
on the fluctuations in the cornification index (oestrogenic 
activity), the presence or absence of ovulation, and pro- 
gesterone activity. In addition, thyroid function (by 
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the use of radioactive iodine) and urinary excretion of 
gonadotrophin and 17-ketosteroids were determined. 
The most striking finding in these patients was the 
absence of ovulation and of effective luteal activity; 
examination of uterine biopsy specimens from 10 
patients with puerperal psychoses confirmed the absence 
of the latter activity. Oestrogenic activity, as measured 
by the cornification index, was nearly always present 
and varied greatly from patient to patient and from day 
to day in the same patient, but never showed the normal 
pattern of gradual rise and fall. The urinary gonado- 


trophin and 17-ketosteroid excretion was found to be 
rather lower than in psychiatric control patients. Thy- 
roid activity also showed some variation from normal. 
It is suggested that diminished pituitary function is 
responsible for the main type of amenorrhoea in psychia- 
tric patients. 


Nancy Gough 


433. Cerebral Damage from Shock Due to Disease in 
Aged People. With Special Reference to Cardiac Infarc- 
tion, Pneumonia, and Severe Diarrhoea 

P. D. Beprorp. Lancet [Lancet] 2, 505-509, Sept. 14, 
1957. 19 refs. 


Permanent damage to the brain of elderly persons 
due to cerebral circulatory insufficiency may follow the 
“shock state”’ associated with certain diseases. The 
author reports, from the Geriatric Unit of the Cowley 
Road Hospital, Oxford, 14 cases of extreme dementia 
arising from adverse cerebral effects following cardiac 
infarction, pneumonia, and severe diarrhoea. The 
cases were selected from among over 6,000 patients aged 
65 or more seen in the last 74 years, the criteria for 
selection being: (1) extreme vasomotor collapse due 
to (a) proved acute myocardial infarction, (6) proved 
acute lobar pneumonia or bronchopneumonia, or (c) 
acute severe diarrhoea, and to no other discernible cause; 
(2) development of the “‘ shock state”’ while in hospital, 
where they were seen by the author before collapse as 
well as after it and subjected to full clinical investigation 
and follow-up till death; (3) all patients were regarded as 
mentally entirely normal for their age before collapse, 
and showed deterioration of intellect and personality 
amounting to extreme dementia after it; (4) all 
remained alive for at least 4 weeks after collapse. Pa- 
tients shown to have had macroscopic cerebral infarction 
and also patients whose collapse state may possibly have 
been caused by other diseases were excluded. Five 
illustrative case reports are presented. Of the 14 cases, 
7 occurred after myocardial infarction, 5 after acute 
pneumonia, and 2 after severe diarrhoea. 

Pointing out that few of these patients live long 
enough to regain a stable mental state, the author dis- 
cusses the causes of brain damage. Common to all is 
“shock ’’, with severe hypotension, associated with 
degenerative arterial processes which reduce cerebral 
blood flow in many elderly people. The most interesting 
and puzzling question emerging from a study of the 
clinical effects of cerebral anoxia is why these effects 
occur so infrequently. The author postulates some 
individual susceptibility or “allergy” to anoxia (or 
ischaemia) in those who suffer brain damage, but whether 
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this idiosyncrasy is a function of the brain, or of over- 
irritability of the baroceptor reflex mechanism, or of 
undue cerebral vasoconstriction is unknown. In con- 
clusion he briefly considers some prophylactic measures 
and treatment. John C. Kenna 


434. The Results of Chlorpromazine Treatment in 
Schizophrenics from 1953 to 1955 at the Basle University 
Psychiatric Clinic. (Die Ergebnisse der Largactilbe- 
handlung Schizophrener von 1953 bis 1955 an der Basler 
Psychiatrischen Universitatsklinik) 

F. LaspHarDT. Schweizer Archiv fiir Neurologie und 
Psychiatrie [Schweiz. Arch. Neurol. Psychiat.| 79, 355- 
389, 1957. 2 figs., 15 refs. 


This paper from the University Psychiatric Clinic, 
Basle, reports the results obtained in the treatment of 
373 schizophrenic patients with chlorpromazine over a 
2-year period. Both the immediate and the long-term 
results were examined and benefit from treatment was 
assessed in four degrees: (1) full remission or “‘ social 
cure ’’, (2) improved, (3) slight improvement (applicable 
to long-standing cases only), and (4) no improvement. 
The treatment consisted in daily intramuscular injections 
of 200 to 300 mg. of chlorpromazine, followed later by 
oral doses of 300 to 500 mg. daily. This dosage was 
subsequently reduced gradually over several weeks until 
final withdrawal, although many of the patients continued 
to receive maintenance doses of 50 to 250 mg. daily for 
several weeks or, in chronic cases, for many months. 

Analysis of results shows that of 107 patients with 
schizophrenia of various types (Bleuler’s criteria of 
diagnosis and classification were used throughout) who 
were treated within one year of onset, 74 (69°%) achieved 
full remission, 27 (25°) were improved, and 6 (6%) 
showed no improvement, as assessed immediately after 
conclusion of the treatment. Follow-up of the 101 
patients in the first two groups after periods up to 2 
years showed that 23°%% had maintained their improve- 
ment and 45% had relapsed, the remaining 32°% being 
untraced. Of 81 patients with schizophrenia present 
for one to five years before treatment, on immediate 
assessment 34 (42°%) were “‘ cured ”’, 41 (51°%) improved, 
and 6 (7%) unchanged. Follow-up of 75 patients in 
this category showed that 31°% had maintained their level 
of improvement, 48°% had relapsed, and 21% were un- 
traced. Of 185 patients with schizophrenia of more 
than 5 years duration before treatment, 30 (169%) were 

‘in full remission, 84 (45°%) improved, 46 (25°) slightly 
improved, and 25 (14%) were not benefited immediately 
after treatment. Follow-up of 160 of these patients 
showed that 58°% maintained their status, 36°% relapsed, 
and 6°% were untraced. 

The author considers that the results in cases of recent 
onset were comparable with those obtained with insulin 
and electric convulsion therapy, but that in those patients 
whose illness had been present for more than one year 
before the start of treatment with chlorpromazine the 
results were considerably better than those reported for 
other forms of therapy. Further conclusions are that 
in order to maintain improvement, especially in the more 
chronic cases, it is necessary to continue maintenance 
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therapy for a very long time, and relapse may be expected 
if for any reason the patient ceases to take the dose pre- 
scribed. As regards clinical types of the disease, the 
author concludes that chlorpromazine has a better effect 
in ‘* process-schizophrenia”’, especially the paranoid 
and catatonic forms, than in the slowly developing types. 
J. B. Stanton 


435. Coenaesthetic Schizophrenia. (Die coendsthe- 
tische Schizophrenie) 

G. Huser. Fortschritte der Neurologie, Psychiatrie und 
ihrer Grenzgebiete (Fortschr. Neurol. Psychiat.| 25, 491- 
520, Sept., 1957. 4 figs., 14 refs. 


In this paper from the University of Heidelberg the 
author attempts to define a new sub-type of schizo- 
phrenia. Like the sub-types—hebephrenic, catatonic, 
ard paranoid schizophrenia—in general use, coenaes- 
thetic schizophrenia is a purely symptomatic form and 
is not demarcated by sharp boundaries from the rest. 
Tie principal symptoms are psychological, such as 
bizarre sensations and perceptions in the sphere of the 
body image and hypochondriacal experiences and ideas, 
sometimes with attacks of dread of death; but generally 
there is a lack of emotional response, apathy, and 
indifference or incongruous moods of elation in spite of 
the narrowing of all thinking to some abnormal hypo- 
chondriac sensation. The author describes a particular 
course of the illness as characteristic of the coenaesthetic 
form of schizophrenia, and also enlargement of the ven- 
tricles as demonstrated by air encephalography. He 
interprets this as a sign of subcortical atrophy in the 
region of the basal ganglia and of the midbrain which is 
not present with such regularity in other forms of schizo- 
phrenia. 

{The idea of the importance in schizophrenia of the 
subcortical centres, especially the periventricular grey 
matter, has been frequently emphasized before, especially 
by Guiraud in France; the frequent vegetative abnor- 
malities seen in the disease are suggestive of such localiza- 
tion. On the other hand many patients in the present 
author’s series had had electric convulsion therapy, 
which may in itself cause ventricular enlargement. ] 

W. Mayer-Gross 


436. The Evaluation of the Effects of Derivatives of 
Rauwolfia in the Treatment of Schizophrenia 

W. MALAMuD, W. E. Barton, A. M. FLEMING, P. 
McK. MIDDLETON, T. T. FRIEDMAN, and M. J. SCHLEIFER. 
American Journal of Psychiatry [Amer. J. Psychiat.] 114, 
193-200, Sept., 1957. 2 refs. 


The comparative effects of six derivatives of Rauwolfia 
serpentina and of placebos on a group of 192 chronic 
schizophrenic patients are reported from Boston State 
Hospital, Massachusetts. The drugs were given over a 
period of 12 weeks and the effect followed up for 6 to 12 
months. In order to compare the results 12 behaviour 


items were listed, and the effect of each drug on each 
item was noted. The patients had been in hospital for 
periods ranging from 14 to 35 years. 

Definite differences were found between the effects of 
the drugs on the general condition of different patients 
and also on different behaviour items. All 6 drugs were 
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more effective than the placebos, although these too 
showed some effect. There was no great improvement 
in general condition with any drug, and it is pointed 
out that the study was only comparative. The greatest 
general improvement during administration was found 
with “ triserpine ’ (a combination of reserpine, rescin- 
namine, and deserpidine), followed by rescinnamine and 
alseroxylon. Triserpine also had the greatest effect on 
behaviour factors basically associated with schizophrenia 
such as defect of communication, autism, untidiness, and 
aloofness. Rescinnamine had its greatest effect on 
anger, aggressiveness, and noisiness. Alseroxylon 
appeared to exert most action on affect, night rest, and 
food intake. Deserpidine had little effect on the majority 
of the behaviour factors, but it had a greater effect in 
reducing overactivity than any of the others. However, 
study of the long-term effects after treatment showed 
that triserpine, although having the greatest effect on 
general condition during treatment, had little enduring 
action, and at the end of the follow-up period had less 
residual effect than even the placebos. Rescinnamine 
showed a better long-term result, but the greatest over- 
all improvement after 12 months was shown by deser- 
pidine, which as stated exerted a specific effect on 
overactivity. Side-effects occurred in many cases but 
were in the main mild. E. H. Johnson 


437. Excretion of Hippuric Acid in Schizophrenic and 
Depressive Patients after E.C.T. 

W. FasiscH and C. FELLNER. Psychosomatic Medicine 
[Psychosom. Med.| 19, 320-325, July—Aug., 1957. 14 
refs. 


At Mapperley Hospital, Nottingham, the authors 
have investigated the relation of the excretion of hip- 
puric acid to electric convulsion therapy (E.C.T.) in 
20 chronic schizophrenic patients (mean age 31) and 15 
patients (mean age 50) suffering from reactive depres- 
sion. The rate of excretion of hippuric acid was studied 
both before and after E.C.T., and in each instance two 
urine samples were analysed—one after the administra- 
tion of sodium benzoate alone and another after the 
administration of sodium benzoate plus glycine. The 
technique used was that of Quick as modified by Georgi 
et al. (Schweiz. med. Wschr., 1948, 49, 1194). 

The excretion rate of hippuric acid after the administra- 
tion of sodium benzoate was diminished in both groups 
before treatment as compared with the normal value, 
while the administration of E.C.T. 2 or 3 times a week 
up to a mean total of 6 treatments restored the value 
almost to the normal level. The administration of gly- 
cine together with sodium benzoate, however, was capable 
of correcting the deficient hippuric acid excretion on a 
short-term basis independently of E.C.T. 

It would appear that in states of psychomotor retarda- 
tion and withdrawal, whether of schizophrenic or 
depressive aetiology, the fundamental metabolic defect 
is a decreased availability of glycine. E.C.T. probably 
acts by mobilizing an endogenous output of corticotro- 
phin (ACTH) which, through adrenocortical sfimula- 
tion, increases the availability of glycine. 

A. Balfour Sclare 
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Dermatology 


438. The Neurohistology and Neurophysiology of the 
Itch Sensation in Man 

W. B. SHELLEY and R. P. ARTHUR. A.M.A. Archives of 
Dermatology [A.M.A. Arch. Derm.| 76, 296-323, Sept., 
1957. 10 figs., bibliography. 


The itch point is demonstrated histologically to be a 
rich aggregate of fine fibers in the subepidermal area. 
Physiologically it is simply a point of low threshold to 
chemical, mechanical, thermal, and electrical stimuli. 
Evidence is adduced to show that stimulation of any itch 
point is followed ky a minimal delay period correspond- 
ing to the time required for a nerve impulse to travel up 
the peripheral nerve at the rate of 2 meters per second. 
This is in keeping with the view that itching is subserved 
by fine unmyelinated C fibers only. The endopeptidases 
are viewed as the chemomediators of itch. When these 
are released in active form from the epidermis, blood, 
microflora, or cellular infiltrates, they cause specific 
firing of the C fibers giving rise to itch or burning pain. 
Great differences in itch sensitivity in different individuals 
and different areas of the body have been found.— 
{Authors’ summary. ] 


439. Pachydermo-periostosis (Idiopathic Osteoarthro- 
pathy) 

J. H. ANGEL. British Medical Journal [Brit. med. J.| 2, 
789-792, Oct. 5, 1957. 7 figs., 18 refs. 


It has long been known that clubbing of the fingers 
may occasionally be found in healthy people. Over 20 
years ago Touraine et al. (Presse méd., 1935, 43, 1820) 
described, in patients without cardiac disease, clubbing 
of the fingers associated with marked thickening of the 
skin, especially of the face, and a periosteal reaction in 
the long bones, and some 50 cases in all have now been 
reported, mostly in the French literature. In one- 
quarter of the cases the condition is hereditary, the 
inttheritance being mediated probably by a recessive or 
incompletely dominant gene. In this paper from the 
Postgraduate Medical School of London and Hammer- 
smith Chest Clinic the present author describes 3 typical 
cases, believed to be the first to be reported in Great 
Britain. All 3 patients were single men in their early 
thirties and one had a family history of clubbing. 

The condition usually first appears at puberty, when 
rapid enlargement of the hands and feet occurs over 
some 3 to 4 years, after which the progress of the disease 
is much slower. Symptoms are few, but heavy sweating 
and clumsiness due to the big hands and feet, leading to 
development of a timid and withdrawn personality, 
seem to be common. The skin is coarse and greasy. 
Histological examination shows thickening of the epi- 
dermis, particularly of the face, forehead, and scalp, 
with hypertrophy of the sebaceous and sweat glands. 
The facial appearance is characteristic, being marked by 
deep furrows and greatly exaggerated naso-labial folds. 


(Two photographs accompanying the paper show this 
clearly.) There is no evidence of any endocrine abnor- 
mality and no cause is apparent. The characteristic 
radiological appearances of the bones are described and 
illustrated. Prognosis as regards survival is good, but 
some patients with joint involvement may be disabled. 
No treatment is of much avail, although sympathectomy 
for the excessive sweating is sometimes helpful. The 
relation of this condition to hypertrophic pulmonary 
osteoarthropathy is considered and the differential 
diagnosis from acromegaly briefly discussed. 
A. Gordon Beckett 


440. A New Method of Treating Old Ulcers of the Legs 
K. BALL and D. PHEAR. British Medical Journal [Brit. 
med. J.) 2, 861-863, Oct. 12, 1957. 3 figs., 6 refs. 


A method of treating old ulcers of the leg, first described 
by Jaeger and developed by Birger (Acta chir. scand., 
1947, 95, Suppl. 129), was used at the Central Middlesex 
Hospital, London, in a series of 50 patients. After a 
local dressing had been applied to the ulcer, the limb from 
the toes to the knee was bandaged with cellulose wadding 
and over this a firm compression bandage of 4-inch 
(10-cm.) tubular stockinet was applied. In 42 of the 50 
patients there was healing of the ulcers after a mean 
period of 3-7 months (standard deviation 3-1 months). 

S. T. Anning 


441. Changes in the Sensitivity of the Skin to Cold in 
the Dynamics of the Eczematous Process. (M3menenne 
XOJIOMOBOH B WHHAMHKE 9K3EMATOS- 
Horo mpouwecca.) 

A. A. and G. S. Linecxu. Becmnux Jepmamo- 
fMozuu u Bexeponoeuu [Vestn. Derm. Vener.] 8-1l, 
No. 4, July—Aug., 1957. 10 refs. 


At the Lwow Medical Institute the sensitivity of the 
skin to cold in eczematous disease was studied by means 
of an apparatus called the ‘“* thermaesthesiometer”, 
which has a metal point 1 mm. in diameter kept ata 
constant temperature of 0°C. [A detailed description 
of the apparatus is not given, but reference is made to 
another article in which it is described.] Portions of 
eczematous and healthy skin 1 sq. cm. in area were 
marked out and the sensitivity to the touch of the cold 
metal point was assessed within each, the number of 
‘* cold points ” distinguished by the patient being regarded 
as a measure of sensitivity. The test was carried out in 


- 40 cases of eczema in different stages, each being investi- 


gated 10 times. 

It was found that in the majority of the acute cases 
of eczema sensitivity to cold was diminished in the 
affected areas, the number of “cold poists” distin- 
guished per sq. cm. being fewer than in a similar area of 
healthy skin. With improvement of the skin condition 
sensitivity increased, and it became normal when clinical 
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DERMATOLOGY 


recovery occurred. In many cases patches of reduced 
sensitivity to cold were also found in the healthy areas, 
their distribution being either symmetrical or confined 
to one side of the body. H. Makowska 


442. Correlation of Human and Animal Ringworm in 
West of Scotland 

J. C. Gentes and J. G. O’SuULLIVAN. British Medical 
Journal (Brit. med. J.| 2, 678-682, Sept. 21, 1957. 12 
refs. 


Because of reports of the probable existence of an 
animal reservoir to account for many cases of human 
ringworm infection in and around Glasgow, a com- 
mittee on human and animal dermatomycoses was 
established in Glasgow in November, 1954, which 
eventually included in its survey area the whole of the 
south-west of Scotland. This report from the com- 
mittee shows that of 163 such cases investigated dermato- 
phytes were cultured from 117 (72%), Trichophyton 
verrucosum being found in 82, T. mentagrophytes in 15, 
Microsporum canis in 12, T. sulphureum in 6, T. rubrum 
in 1, and M. audouini in 1. Of 78 (48°) of the 163 sus- 
pected animals T. verrucosum was found in 71, T. menta- 
grophytes in 1, and M. canis in 6. Thus the same der- 
matophyte was obtained in both the human case and 
the suspected animal in 42 (26°) of instances, a different 
zoophilic dermatophyte was “isolated from the two 
sources on 5 occasions, while in 8 instances it was 
demonstrated that the human infection was due to an 
anthrophilic fungus. 

Cattle were found to constitute the main animal 
reservoir of infection (78 confirmed cases). In only 7 
instances was human infection traced to small animals, 
such as domestic pets. All cats and dogs (mostly strays) 
brought for destruction to a veterinary clinic in Septem- 
ber, 1955, were examined clinically and by Wood’s light, 
scrapings being taken from any suspicious-looking lesion, 
but no evidence of dermatophyte infection was found in 
any of 103 cats and 16 dogs so examined. An addendum 
to the paper states that investigation of 44 further cases 
showed that in 2 of these horses were the probable source 
of infection. R. R. Willcox 


443. The Efficacy of Tetracycline Phosphate Complex 
(Tetrex) in Dermatological Therapy 

C. R. Remn and R. FLeiscHMAseR. Antibiotic Medicine 
and Clinical Therapy [Antibiot. Med.) 4, 422-424, July, 
1957. 3 refs. 


Tetracycline phosphate is said to be more rapidly and 
efficiently absorbed after oral administration than is the 
hydrochloride. Capsules of tetracycline phosphate com- 
plex (‘ tetrex ’) equivalent to 250 mg. of tetracycline 
hydrochloride were given to 94 ambulatory patients with 
various skin diseases, including 71 with acne vulgaris and 
8 with furunculosis. Usually the dosage was one 
capsule 4 times a day, but in a few instances the dosage 
was 2 capsules 4 times daily. When the pustular process 
became quiescent, generally after 1 to 3 weeks, the dosage 
was reduced each week by one capsule daily. A main- 
tenance dose of one capsule daily was continued up to 
16 weeks. There was good improvement in 83 of the 
patients. Side-effects occurred in 21 cases, the com- 
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monest being abdominal cramps, diarrhoea, and mild 
hairy tongue, but only in one case were they severe enough 
to call for cessation of treatment. 


E. Lipman Cohen 


444. Salutary Effects of Gelatin on Nail Defects in 
Normal Subjects 

M. ScHwimMeR and M. G. MULINOs. Antibiotic 
Medicine and Clinical Therapy {Antibiot. Med.| 4, 403~ 
407, July, 1957. 2 figs., 6 refs. 


It has been reported that ingestion of large amounts 
of gelatin corrects severe nail defects. In this paper 
from New York Medical College and the Metropolitan 
Hospital, New York, the authors describe an investiga- 
tion of the validity of this claim, 551 healthy members 
of the nursing staff being examined for nail defects. Of 
these, 121 had some defect, the commonest being brittle- 
ness, and 20 with the most severe defects were chosen 
for the investigation. Each subject received 7-5 g. of 
gelatin daily to take in any liquid of choice, and was seen 
frequently. Of the 18 patients who continued the treat- 
ment for 11 to 16 weeks, 2 showed an excellent response, 
the lesions clearing up completely; in 9 the results were 
good and in 4 moderate, while in 3 there was no response. 
The mode of action of the gelatin is not known. It is 
pointed out that about half the amino-acids contained in 
gelatin are of the type which induces specific dynamic 
action. It is suggested that chronic anaemia in the nail- 
bed capillaries resulting in local malnutrition could pro- 
duce the nail dystrophies, and that this might be counter- 
acted by the specific dynamic action of the gelatin. 

E. Lipman Cohen 


445. Further Studies in the Use of Gelatin in the Treat- 
ment of Brittle Nails 

S. ROSENBERG, K. A. Oster, A. KaLLos, and W. Bur- 
ROUGHS. A.M.A. Archives of Dermatology [A.M.A. 
Arch. Derm.] 76, 330-335, Sept., 1957. 7 figs., 7 refs. 


It has already been shown that ingestion of gelatin is 
effective in the treatment of brittle nails (Rosenberg and 
Oster, Conn. med. J., 1955, 19, 171). In a further study 
the authors observed the clinical results of daily ingestion 
of 7 g. of gelatin in 82 patients with brittle nails. No 
specific aetiological factor could be found for the brittle- 
ness in 50 patients, in 8 of whom the nail condition had 
previously responded well to gelatin and again improved 
when administration was resumed. Of the remaining 
42, 35 showed improvement, while in 7 no. change was 
noted. 

The condition of the nails improved in only 2 
out of 14 patients with onychomycosis and in 5 out of 
12 with psoriasis. No change was observed in the nails 
of 3 patients with non-specific dystrophy and one with 
contact dermatitis, but in the 2 patients with atopic 
dermatitis there was some improvement. No aetio- 
logical relationship was found between the blood calcium 
and phosphorus levels and the nail condition, nor was 
there any evidence of thyroid dysfunction. Apart from 
the fact that the brittle nail laminated more easily than 
the normal nail during cutting, there were no histological 
qualitative differences between them. 


Benjamin Schwartz 
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Paediatrics 


446. Nature of the Determinants of Rhesus Isoimmun- 
ization 

G. Knox and W. WALKER. British Journal of Preventive 
and Social Medicine [Brit. J. prev. soc. Med.} 11, 126-136, 
July, 1957. 8 refs. 


The nature of the determinants of Rhesus isoimmuniza- 
tion must affect the birth order distribution of “ first 
affected ”’ babies, and the expected values are calculated 
upon a series of hypotheses. The observed values 
correspond with one or other of two main hypotheses. 
The first supposes that all women are susceptible and 
that the main determinant is a single event, occurring 
after marriage, and that the risk of this event is about 
one in seventeen. The second supposes that only a 
proportion of women are susceptible and that for them 
the disease is determined by two events in different preg- 
nancies, each with a relatively high risk of occurrence. 

In either event, failure to develop antibodies in early 
pregnancies is no reassurance for later ones.—[Authors’ 
summary. ] 


447. An Evaluation of the Immunohematological Tests 
Used in the Diagnosis of AB Hemolytic Disease 

H. H. Gunson. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.] 94, 123-129, Aug., 1957. 8 refs. 


In approximately 20% to 25% of pregnancies the ABO 


blood group of the mother and foetus differ, although 
the majority of such infants appear to be protected from 
incompatibility. AB haemolytic disease is usually mild 
and most infants recover without transfusion, the only 
real danger being the possibility of kernicterus in a 


severely jaundiced infant. In the studies here reported 
from the University of Toronto 100 clinically affected 
Group-A or Group-B babies born of Group-O mothers 
were investigated, 115 normal A and B babies of similar 
mothers serving as controls. Blood from all the mothers 
was grouped and Rh-typed and tested for anti-Rh, 
anti-Kell, and anti-Duffy. Titrations of hyperimmune 
anti-A and anti-B were carried out after partial neutral- 
ization of the serum with AB polysaccharide. 

The results showed that in the control group 95-5% of 
mothers had immune titres of 1:64 or less, the highest 
being 1:256. Of the mothers of affected babies, how- 
ever, 52:°5°% had immune titres of 1:256 or over on the 
first day after delivery, 75°% on the second day, and after 
48 hours post partum 100% reached this figure. Tests 
repeated after 5 to 7 days on a small number of mothers 
in both groups showed a rise in titre much more often 
in the mothers of an affected baby. Investigation of the 
fate of hyperimmune antibodies showed that the titre 
reaches a peak in about 10 days, remains steady for 4 to 
6 weeks, and then gradually falls, only to rise again to 
a high level when a further pregnancy occurs. In no 
instance was a subsequent baby found to be as seriously 
affected as its previous sib. 


No correlation was found between the presence of « or 
B haemolysins and A or B haemolytic disease. The 
infant’s blood gave a weakly positive reaction to 
the Coombs test in 39% of affected babies, but that of the 
unaffected infants gave a consistently negative reaction, 
Indirect Coombs tests of infants’ sera were negative in 
the unaffected babies, whereas in 93°% of the affected 
infants anti-A or anti-B was demonstrated by the anti- 
globulin technique. Léw’s papain test was found to be 
even more sensitive than the indirect antiglobulin test, 
and Witebsky’s “‘ drop.” test also gave a high percentage 
of positive results in affected cases. It is concluded 
that the direct Coombs test on the infant’s erythrocytes 
is of little diagnostic value, but that titration of hyper- 
immune anti-A or anti-B maternal antisera is of diagnostic 
assistance after 48 hours, when the serological results of 
the examination of the infant’s serum are becoming less 
reliable. John Murray 


448. The Ductus Arteriosus in the Neonatal Period 
S. C. MitcHELL. Journal of Pediatrics [J. Pediat.] 51, 
12-17, July, 1957. 4 figs., 9 refs. 


The author describes a study of the degree of patency 
of the ductus arteriosus found in 100 consecutive post- 
mortem examinations of babies dying in the neonatal 
period at the Hospital for Sick Children, Toronto. The 
material was fixed in formaldehyde for 24 hours and was 
examined in each case by the same observer by passing 
a 2-mm. probe into the intact ductus, the degree of 
patency being assessed as “‘ closed ’’, “‘ snugly patent”, 
“easily patent”, or “‘ widely patent’. These terms 
were correlated with measurements of the circumference 
of the ductus at the pulmonary and aortic orifices and in 
the centre after opening, the average circumference in 
snugly patent cases being 6-5 mm. (range 3 to 8 mm.), 
in easily patent cases 8-8 mm. (range 4 to 11 mm.), and 
in widely patent cases 10-6 mm. (range 5 to 13 mm). 
Various other measurements were made in the heart and 
great vessels, and the age, clinical course, and anatomical 
cause of death were recorded in each case. The series 
was divided into five groups according to age at death: 
(1) 29 babies dying 0 to 24 hours after birth; (2) 39 dying 
at 1 to 4 days; (3) 12 at 5 to 7 days; (4) 12 at 8 to 15 
days; and (5) 7 at 16 to 28 days of age. One case of 
truncus arteriosus with no ductus arteriosus was omitted 
from the analysis. 

The ductus was easily or widely patent in 55 (69%) 
of the 80 cases in Groups 1 to 3 combined, as against only 
3 (16%) of the 19 cases in the remainder. Since respira- 
tory or congenital heart disease severe enough to cause 
death might have influenced the closure of the ductus, 
such cases were then excluded. Of the remaining 45 
cases, 33 were in Groups 1 to 3 and 12 in Groups 4 and 5; 
an easily or widely patent ductus was present in 20 (61%) 
of the former and in only one (8°) of the latter. [The 
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percentages given in the text differ in some cases from 
those given above, which have been calculated from the 
data provided.] The cases of 3 infants who died after 
the 7th day, and in whom the ductus was easily patent, 
are described in detail. 

From this study it would appear that the end of the 
first week of life is the critical time for closure of the duc- 
tus arteriosus, and that the presence of severe pulmonary 
or congenital heart disease does not greatly influence the 
process of closure. The study was limited to morbid 
anatomy and no attempt was made to assess the func- 
tional patency of the ductus in cases which were classified 
as snugly patent. 

{It is difficult to judge how far the information obtained 
in this study is applicable to babies who Survive. Details 
of the causes of death of the infants are not given, so 
that correlation by the reader is not possible.] 


Pamela Aylett 


449. A Controlled Clinical Trial of the Effects of Water 


Vapor Mist on Respiratory Distress among Infants of 
Diabetic Mothers 


D. Y1-YUNG Hs1A, H. G. Peterson, and S. S. GELLIs. 
Peliatrics [Pediatrics] 20, 234-240, Aug., 1957. 22 refs. 


A well controlled study of the use of water vapour 


distress in the newborn infants of diabetic mothers is 
reported from the Boston Lying-In Hospital and the 
Josiin Clinic (Harvard Medical School), Boston. Of the 
100 infants studied, 47 were selected at random and placed 
in an incubator in which the atmosphere was supersatur- 
ated with water vapour mist, so that the humidity was 
“over 100%”, while the other 53 were placed in a 
similar incubator with 50 to 70° humidity. The two 
groups were comparable in respect of sex, weight, 
severity of maternal diabetes, and other factors. 

There was no significant difference between the two 
groups in mortality, clinical evidence of respiratory dis- 
tress, respiratory rate, or radiological evidence of the 
hyaline-membrane syndrome. R. S. Illingworth 


450. Hypogalactia in Nursing Mothers during Their 
Stay in Children’s Hospitals. (Cunoranaxtsa y 
B yCHOBHAX HX B CTa- 
udOHapax.) 


L. T. TRorimova. /T7eQuampua [Pediatrija] 49-52, No. 7, 
July, 1957. 1 fig. 


Nursing mothers staying in children’s hospitals to be 
with their sick babies often suffer from diminished lacta- 
tion. A number of factors combine to produce this 
result, such as for example, anxiety, loss of the customary 
exercise and fresh air, loss of appetite, and insufficient 
fluid intake. Also disturbance of the usual feeding times, 
with consequent engorgement of the breasts, may lead 
to a fall in the milk yield. 

The author has found that in these conditions it is 
necessary to give the mother twice the normal amount of 
protein in her diet to enable her to yield milk of adequate 
protein content. The caloric value of her diet should 
exceed by 1,500 Cal. her own theoretical requirements, 
as based on weight and age. Further, the preservation of 
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an adequately nutritious milk requires full attention to 
the mother’s physical and mental health, not only in 
regard to diet, but also as to rest, exercise, and peace of 
mind. Nicotinic acid (50 mg. twice daily) is valuable in 
increasing the blood supply, not only to the breasts but 
also to the pituitary gland, thus facilitating the supply of 
lactogenic hormone. Ultraviolet irradiation to the 
mother will also increase her powers of lactation. It is 
claimed that in mothers treated by this regimen the 
milk yield increased by over 10°4—up to 300% in some 
cases. L. Firman-Edwards 


451. Specific Peculiarities of Digestive Physiology in | 
Early Infancy. (The Experimental Basis of Some Prin- 
ciples of Feeding in Early Life.) (Cmeunduyeckue oco- 
6eHHOCTH H3HONOrHH MHWEBAPeHHA B PaHHHE BO3- 
pacTubie (K skcnepHMeHTanbHOMy OSOCHOBa- 
HEKOTOPbIX MPHHUMNOB NHTAHHA B PaHHeM BO3- 
pacrte)) 

I. A. ArSavsku. /7eduampua [Pediatrija| 24-26, No. 7, 
July, 1957. 


For the proper understanding of abnormalities of 
digestive function in infants after birth, it is important 
to know that the digestive glands begin to function in 
the intra-uterine period. At this stage of life the nutri- 
tion of the foetus is by two routes: (1) the placental or 
haemotrophic, which ensures the arrival of nutritive sub- 
stances and oxygen from the maternal blood; and (2) 
by the foetus swallowing the amniotic fluid and assimilat- 
ing from it the protein, lipids, carbohydrates, and mineral 
substances which it contains. 

In studies carried out at the Laboratory of Child 
Physiology and Pathology, Moscow, the author has 
shown that foetal gastric pepsin in dogs is well adapted 
for hydrolysis of these proteins. As hydrochloric acid 
is still absent from the gastric juice at this stage acidity 
is maintained only by lactic acid; this holds true also in 
thecolostrum period. Colostrum contains more albumin 
and globulin than the mother’s mature milk, and these 
are absorbed through the intestinal wall into the blood of 
the newborn infant. It is thus most important, especially 
for premature infants, to put the child to the breast as 
soon as possible after birth, so as to give it as long as 
possible to adapt itself to the digestion of the mature milk. 
If a premature infant cannot suck, it should be given 
expressed colostrum (unsterilized) not more than half 
an hour after birth. It is stated that if this is not done 
the child loses the opportunity of absorbing valuable 
immunizing globulins from the mother. 

The next stage, when the infant is breast-feeding, pro- 
vides a nutritive fluid much poorer in protein but con- 
taining carbohydrate and fat. The infant’s pancreatic 
juice at this stage contains trypsin, but little amylase and 
still less steapsin. Lipolysis however is effected by a 
lipase in the mother’s milk itself. The stage of mixed 
feeding—the weaning stage—begins with the appearance 
of hydrochloric acid in the gastric juice and of pepsin 
capable of hydrolysing egg-albumen, meat proteins, and 
to some extent vegetable proteins. The pancreatic 
juice also develops the enzymes for the digestion of most 
proteins, starch, and fats. In puppies this occurs about 
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the 16th day of life, when the first incisor teeth are begin- 
ning to erupt; in human infants the corresponding age 
is about 6 months. This period gradually leads to full 
withdrawal from breast-feeding, and in dogs is usually 
about 14 months after birth, in children at one year. 
It is pointed out that in premature infants these develop- 
mental changes are often delayed, and therefore weaning 
may have to be postponed. These findings form a basis 
for a new approach to the problem of nutrition in early 
infancy, both in normal and especially in premature 
children. 
[This is an original and challenging article, and its 
conclusions should stimulate research on the subject.] 
L. Firman-Edwards 
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452. Night Waking in Early Infancy: Part I 

T. Moore and L. E. Ucxo. Archives of Disease in 
Childhood {Arch. Dis. Childh.] 32, 333-342, Aug., 1957. 
2 figs., 27 refs. 


At the Hospital for Sick Children, Great Ormond 
Street, London, 160 mothers were questioned during 
their child’s first year of life about the infant’s sleeping 
habits. It was found that the percentage of children 
who wake at night drops steeply during the first 4 
months, after which there is a definite rise between the 
ages of 5 and 9 months, followed by a slow fall. The 
initial settling down to all-night sleeping (midnight to 
5 a.m.) occurred in 70% of children by 3 months and in 
83°% by 6 months, but 10°%% had not settled by the end of 
one year. The relapse occurring between the 6th and 
9th months suggests that new causes of night waking 
operate at this time. 

Neither sex nor weight had any relation to the age of 
initial settling, nor did behaviour characteristics such as 
activity, excitability, crying, or cheerfulness appear to 
have any effect. Although children who slept more 
during the day tended to sleep less at night, this did not 
affect the continuity of sleep. A history of asphyxia at 
birth was associated with a failure to settle at night during 
the early months in a significant number of children. 
A short illness during the first 3 months of life did not 
affect the sleep pattern for more than a very few days, 
although illness occurring later in the first year had a 
much greater effect in some cases. Unsatisfactory 
feeding was associated with a wakeful baby, but its 
correction did not always settle the child. There 
appeared to be a relationship, not statistically significant, 
between excessive crying during the day and wakefulness, 
suggesting that feeding troubles and physical discomfort, 
but not loneliness, are causal factors. External factors 
such as moderate light, noise, and the presence of other 
persons in the room had very little effect on the infant’s 
sleep, but a sudden change of routine did, sometimes 
settling a wakeful child, or on the other hand disturbing 
a settled one. 

Further inquiry showed that there was an association 
between night waking and the handling of the child. Both 
children who were regularly fed at night if they cried as 


well as those who were neyer fed at night eventually 
settled down much better than those who were treated 
erratically. It also became apparent that wakefulness 
was more prevalent among infants who received no 
excess nursing time, that is, in addition to feeding, and 
also among those who received too much attention. 
Night waking rarely occurred when the child was nursed 
by the mother for 10 to 20 minutes after the feed. First 
and second children in a family were more often un- 
settled than were subsequent ones. It appears that some 
quality of confidence in the mother is a most important 
factor. E. H. Johnson 


453. Vitamin B,; Metabolism in Very Young Children 
with Nutritive Disturbances. (O6meH BuTamuHa B; y 
meTeH paHHero BO3pacta C OCTPbIMH 

G. A. Maw’tenxo. /7eduampua [Pediatrija] 93-96, 
No. 7, July, 1957. 


In acute nutritional disturbances in children there is 
notable interference with the metabolism of vitamin B, 
(aneurin), which has been shown to be proportional to the 
severity and duration of the illness. In healthy children 
about 50% of a loading dose of aneurin is excreted in 
the urine in 6 hours. Out of 69 children with nutritional 
disturbances, 61 excreted less than 50°% and 41 of these 
excreted less than 15°%. The disturbances were classified 
as simple dyspepsia, toxic dyspepsia, and dysentery. 

The proportion of these children showing a 6-hour 
aneurin excretion of 15% or less rose with the duration 
of the disease, from 54°% of those who were ill for up to 
5 days to 100% of those whose illness had lasted for 10 
days or more. Since the return to a normal level of 
aneurin excretion lags behind restoration to health, it 
is calculated that a daily dose of 25 mg. of the 
vitamin is required to restore normal conditions. The 
author considers that the dose of 10 mg. daily usually 
given in hospital is insufficient, and that such children 
should receive 25 mg. in a 5% solution intramuscularly 
because of diminished absorption by the oral route. 

L. Firman-Edwards 


454. The Nutritional Origin of Certain Types of 
Infantile Cirrhosis. (L’origine nutritionnelle de certaines 
cirrhoses infantiles) 

M. Lamy, C. NEZELOF, M. AUSSANNAIRE, M. L. JAMMET, 
and D. GraNpprREY. Archives francgaises de pédiatrie 
[Arch. frang. Pédiat.] 14, 657-680, 1957. 8 figs., biblio- 
graphy. 

In this paper from the Hépital des Enfants-Malades, 
Paris, are described case histories of 3 infants aged 14, 
11, and 5 months respectively, who died rapidly from 
cirrhosis of the liver. The authors contend that they 
were suffering from a kwashiorkor-like syndrome, 
resulting in severe disease of the liver and pancreas. 
The case reports are of great interest for they show that 
all 3 infants were admitted to hospital following feeding 
difficulty and subsequent failure to thrive. Two of the 
infants were sisters; both had been breast fed up to the 
time of admission, one for 14 and the other for 10 months, 
and had begun to show signs of malnutrition at the ages 
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of 10 and 7 months respectively. Detailed post-mortem 
examinations were carried out and it is on the basis of 
these that the suggested similarity to kwashiorkor is 
founded. 

The authors conclude that the grossly defective nutri- 
tion of these infants was responsible for the disease of 
the liver and pancreas, which, however, differed from 
the hepatic cirrhosis that occurs in states of chronic 
nutritional deficiency in its extent and rapidity of develop- 
ment. They conclude by pointing out that these cases 
illustrate the grave risks of delayed weaning, and of the 
prolongation of a diet deficient in protein. 

David Morris 

455. Use of Methyl Scopolamine Nitrate in the Treat- 
' ment of Paroxysmal Fussing (Colic) in Infancy 
M. A. WeEssEL. New England Journal of Medicine [New 
Engl. J. Med.| 257, 14-18, July 4, 1957. 4 refs. 


From Yale University School of Medicine the author 
reports 13 cases of paroxysmal abdominal discomfort 
with diarrhoea in the early weeks of life, thought to be 
due to hypermotility of the colon in nervous or allergic 
infants, which were treated with the anticholinergic agent 
methylscopolamine nitrate (or “‘ skopyl”’’). The drug 
was given by mouth in doses of 0-06 to 0-24 mg., usually 
before each feed. The results of treatment were excellent 
in 9 cases and the only untoward symptoms encoun- 
tered were a thickening of the saliva in one case and con- 
stipation in 2. The variable results of this medication 
as reported in the literature are discussed. 

Margaret D. Baber 


456. Resection of Pulmonary Lesions Associated with 
Cystic Fibrosis of the Pancreas 

L. L. Kutezycki, J. M. Craic, and H. SHWACHMAN. 
New England Journal of Medicine [New Engl. J. Med.) 
257, 203-208, Aug. 1, 1957. 4 figs., 6 refs. 


A series of 6 cases of cystic fibrosis of the pancreas and 
bronchiectasis in which surgical treatment has been 
undertaken for the lung lesion is described from 
the Children’s Hospital (Harvard Medical School), 
Boston, these being the only cases so treated out.of a 
total of over 600 cases of cystic fibrosis seen at this 
hospital during the past 5 years. The emphasis in the 
diagnosis of this disease has shifted in recent years from 
the pancreas (the diagnosis can be made in the 
presence of pancreatic enzymes) to the respiratory tract, 
which is involved in over 90% of cases. Often cough, 
increased mucus production, and pulmonary obstructive 
lesions occur in the first year of life, while bronchiectasis 
is the presenting feature in older children. X-ray examina- 
tion of the chest showing lobular atelectasis associated 
with emphysema is suggestive, but not diagnostic. 
Microscopically, the lung changes differ in appearance 
from those found after inhalation of a foreign body, but 
are not otherwise specific. In most cases the lung lesions 
are too widespread for surgical treatment to be attempted. 
The presence of persistent atelectasis is indicative of a 
bad prognosis. 

The details of the authors’ 6 cases are tabulated, but 
no conclusions are drawn as to the ultimate results. The 
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2 oldest children were treated surgically (at 2 years 3 
months and 8 years 3 months respectively) for localized 
bronchiectasis before the diagnosis of pancreatic fibrosis 
was made. Another patient, who had no gastro- 
intestinal symptoms, underwent lingulectomy and resec- 
tion of the left lower lobe at the age of 4 years 3 months, 
after cystic fibrosis of the pancreas had been diagnosed 
from the results of sweat tests. Another patient was 
seen at the age of one day with suspected meconium 
ileus which was cured ‘medically, but x-ray evidence of 
atelectasis of the right middle lobe was discovered at 
4 months, and lobectomy was performed at 16 months; 
at 3 years of age she is below normal weight, but remains 
free from symptoms. The 2 remaining patients presented 
a more typical clinical picture of the severe form of the 
disease, with abnormal stools from birth and cough from 
the early weeks of life. One of these had the right upper 
and middle lobes removed at 2 years 7 months, but the 
pulmonary lesion has progressed and at 5 years 4 months 
she is underweight with persistent respiratory symptoms. 
The other patient apparently had less severe respira- 
tory symptoms, but radiography showed atelectasis of 
the right middle lobe at 2 months and the right upper 
and middle lobes were resected at 22 months. Three 
months later he remains well. 

The authors stress the general character of cystic 
fibrosis of the pancreas and the importance of the meta- 
bolic tests and of the pulmonary elements of the disease, 
and suggest that in a few very carefully selected cases 
removal of localized areas of diseased lung may prove 
beneficial. 

[Clearly the follow-up period is too short for any firm 
conclusions to be drawn from the results reported in 
this enterprising paper.] A. White Franklin 


457. Pitfalls in the Treatment of Enuresis by an Electric 
Awakening Machine 

J. Bostock and M. SHACKLETON. Medical Journal of 
Australia [Med. J. Aust.| 2, 152-154, Aug. 3, 1957. 1 
fig., 3 refs. 


In this paper from the University of Queensland, Bris- 
bane, the causes of failure of treatment of enuresis by 
means of an electric awakening machine are analysed, 
based upon experience in 55 cases of nocturnal enuresis. 
It is pointed out that in this process of creating con- 
ditioned responses it is essential that the stimuli should 
be constant in time and invariable in amount; further, 
that treatment once started should not be interrupted 
for any reason—for example, illness or holidays. The 
apparatus is intricate, and calls for precision in working 
and setting up. The full cooperation of both parents 


’ and child must be obtained, and they must understand 


the mechanism thoroughly and keep it working 
efficiently—for example, the stimulus must be adjusted 
correctly and care taken that the child does not interfere 
with the apparatus or remove it once he is settled in bed. 
An improved type of contact button and female electrode 
are described. 

The authors consider that this is a useful form of 
therapy for cases of enuresis provided the numerous 
pitfalls are avoided. Winston Turner 
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458. Infantile Amaurotic Family Idiocy. A Genetic 
Approach 

P. J. Kozinn, H. Wiener, and P. CoHeNn. Journal of 
Pediatrics [J. Pediat.] 51, 58-64, July, 1957. 24 refs. 


As part of a study of amaurotic familial idiocy, carried 
out at Beth-Israel Hospital, New York, and Maimonides 
Hospital, Brooklyn, in an attempt to evaluate the genetic 
factors concerned upon which logical preventive mea- 
sures could be based, the authors have analysed, with 
the cooperation of the Bureau of Vital Statistics of New 
York City, the death certificates for the 12-year period 
1944-55 in that city. 

These showed that amaurotic familial idiocy was 
the cause of death of 58 children, 34 boys and 24 girls, 
whose age at death varied from 1 to 5 years, with a mean 
of 2 years 34 months. Only 3 (5%) of the affected 
children had no Jewish antecedents. The incidence 
at birth among Jews in New York City was estimated 
at 1 in 8,300 births, and in non-Jews at 1 in 450,000 
births; calculation of the probable incidence of the 
recessive gene showed the frequency of heterozygotes to 
be about 1 in 50 for Jews and 1 in 300 for non-Jews. 
In marked contrast to previous studies, no consan- 
guineous marriages were found in the 30 instances in 
which inquiry was made on this point. Among the 58 
children there were 2 pairs of siblings [but no further 
information is given on the families]. 

The authors review the clinical and pathological 
features of the disorder, and note that parents of an 
affected child who strongly wish for further children can 
minimize the risk of recurrence by resorting to artificial 
insemination from a non-Jewish donor or a Sephardic 
Jew, there being a relatively lower frequency of hetero- 
zygotes among the latter than among the Ashkenazim. 

C. O. Carter 


459. Mbongolism in Both of Twins of Opposite Sex 

D. N. NICHOLSON and A. J. Keay. Archives of Disease 
in Childhood [Arch. Dis. Childh.] 32, 325-327, Aug., 1957. 
3 figs., 6 refs. 


In this paper from the Royal Hospital for Sick Child- 
ren, Edinburgh, the occurrence of mongolism in a set of 
twins is reported. The mother had had 6 successful 
pregnancies and a miscarriage. The twins were certainly 
dizygous as one was a boy and one a girl; they also 
differed in respect of the Duffy blood group. The female 
twin died at the age of 64 months, but the male twin was 
still alive at the age of 2 years 3 months, when he was 
a defective of imbecile grade. The authors believe this 
to be the first recorded example of mongolism in dizygous 
twins. 

[The diagnosis of mongolism is well established by the 
clinical description and excellent photographs. ] 

C. O. Carter 


460. Studies on Abnormal Hemoglobins. XIII. Hemo- 
globin S-Thalassemia Disease and Hemoglobin C-Thalas- 
semia Disease in Siblings 

K. Sincer, A. M. JosEPHSON, L. SINGER, P. HELLER, and 
H. J. ZimMERMAN. Blood [Blood] 12, 593-602, July, 
1957. 7 figs., 28 refs. 


In this paper from the Medical Research Institute of 
the Michael Reese Hospital, Chicago, a negro family is 
described in which the father suffered from sickle-cell- 
haemoglobin-C disease and the mother had evidence of 
thalassaemia minima. Two children were sickle-cell trait 
carriers (AS), while one was found to show a haemoglobin 
pattern which was indistinguishable from that associated 
with sickle-cell anaemia (S+F), although the clinical 
picture and haematological findings were those of sickle- 
cell-thalassaemia (S+A+F). The phenotype S+F is 
therefore not diagnostic of homozygous sickle-cell 
anaemia and family studies are necessary to rule out the 
twofold heterozygous state for thalassaemia and for 
haemoglobins A and §S respectively. The fourth child 
had 81:3°% haemoglobin C, the rest being haemoglobins 
F and A, and the diagnosis was therefore haemoglobin-C- 
thalassaemia. In the children with sickle-cell—thalas- 
saemia and haemoglobin-C-thalassaemia there was 
marked interaction between the thalassaemia gene and 
the abnormal haemoglobin. These children received 
one gene for haemoglobin A and one for an abnormal 
haemoglobin. Yet the proportion of the abnormal 
haemoglobin in the blood amounted in one case to 91% 
(haemoglobin S) and in the other to 81-:3% (haemoglo- 
bin C). If the function of the thalassaemia gene is to 
suppress the formation of haemoglobin A and if this was 
the mechanism at work in the two children it is difficult to 
understand why the same gene had so little effect on 
the mother’s haemoglobin-A formation. In the mother 
10°% of the haemoglobin A was in the A2 form, which 
is typical for thalassaemia, but although there were mor- 
phological features associated with thalassaemia, there 
was no marked anaemia, the mean corpuscular haemo- 
globin content was 29 yg., and the mean corpuscular 
haemoglobin concentration 33°%, both these values being 
normal or nearly normal. Haemoglobin F was not 
found. These different effects of the thalassaemia gene 
in mother and children may be due to the presence of 
modifying genes or these diseases may have multiple 
genetic causations. 

[This paper represents a fitting finale to the series of 
brilliant contributions which is associated with the name 
of the senior author, the late Karl Singer.] 

H. Lehmann 


461. Refsum’s Syndrome: An Unusual Hereditary 
Neuropathy 

R. Fieminc. Neurology [Neurology] 7, 476-479, July, 
1957. 3 figs., 6 refs. 
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462. Potential Infection from the Drinking Fountain 
W. L. MALLMANN and A. K. Fontes. A.M.A. Archives 
of Industrial Health [A.M.A. Arch. industr. Hith| 16, 
77-81, July, 1957. 8 refs. 


At Michigan State University a bacteriological survey 
was made of public drinking fountains of the following 
types: (1) bubble; (2) vertical jet; (3) angle jet without 
orifice guard; and (4) angle jet with orifice guard. 

. With due precautions, swabs were taken from the orifice, 
the orifice guard if present, and the bowl, samples of 
water being also taken for examination. 

In serial tests on a fountain of Type 1 streptococcal 
contamination of the water and a high degree of strepto- 
coccal contamination of both orifice and bowl were 
constantly found. In similar tests on a fountain of 
Type 3 a high degree of streptococcal contamination of 
the orifice and the bowl was found repeatedly, but no 
streptococci were recovered from the water sample. 
Streptococci were found in one of 8 samples of water 
from a fountain of Type 4; the orifice guard and bowl 
were constantly found to be contaminated, but on 3 of 
the 8 tests there was no contamination of the orifice. In 
tests on a fountain of Type 2 streptococci were found to 
be present in aerosols formed by the splashing of the 
water in the bowl, and when test organisms were dripped 
into the water stream in simulation of contamination 
during the act of drinking, the organism was recovered 
from air above the water jet, agar plates held 1 to 2 
inches (2:5 to 5 cm.) above the stream of water developing 
so many colonies that counting was impossible. Air 
contamination by aerosols was found to extend hori- 
zontally to a distance of at least 27 inches (68 cm.). 

It is concluded that the bubble or jet drinking 
fountain of present design may be a menace to health 
instead of being the hoped-for hygienic improvement 
over the drinking cup, and that the design of such 
fountains needs reconsideration. 


M. A. Dobbin Crawford 


463. Chlorination of Poliovirus 
S. KeLLy and W. W. SANDERSON. Science [Science] 
126, 560-561, Sept. 20, 1957. 2 figs., 3 refs. 


At the laboratories of the New York State Department 
of Health, Albany, the authors have investigated the 
effect of chlorination on poliomyelitis virus in water. 
The procedure is described as follows. ‘‘ Suspensions 
of poliovirus Type I (Mahoney), Type 2 (MEF 1), and 
Type 3 (Saukett), grown on HeLa-cell cultures, centri- 
fuged at low speed, and partially purified to minimize 
chlorine demand by adsorption on to, and elution from, 
Dowex-1 resin and dialysis, were added to chlorine- 
demand-free water, buffered at pH 7-0, to give 300 to 
10,000 50-per-cent tissue-culture infectious doses 
(TCIDso). They were dosed with chlorine water to 
yield a free available chlorine residual (at the end of 


Public Health 


1 minute at room temperature) of 0-17 to 0-23 p.p.m.” 
The residual chlorine was determined by the orthotoli- 
dine—arsenite method on 6-ml. samples withdrawn at 
‘intervals, and the infectivity was estimated on 1-ml. 
samples which were added to 0-25 ml. of 0-1 N sodium 
thiosulphate to stop the action of the chlorine. The 
titres were estimated by inoculating HeLa-cell cultures 
in duplicate with the undiluted sample and 10-fold dilu- 
tions, the cultures being then observed for degeneration 
for a period of 6 days. 

The results showed that the change in titre of polio- 
myelitis virus Type 2 was constant, the inactivation curve 
being linear, but the change in titre of Types 1 and 3 was 
constant only during the first few minutes of exposure, 
the curve being linear for the early part of the inactiva- 
tion only. These findings suggest that poliomyelitis 
viruses of Types 1 and 3 are more resistant to chlorine 
than is Type-2 virus, and this appears to be confirmed by 
the time required for complete inactivation, namely, 15 
to 30 minutes for the former compared with 4 minutes 
for the latter. In addition the experiments demon- 
strate the rapidity with which chlorine inactivates viruses, 
in contrast to such common inactivating agents as formal- 
dehyde; they show also that chlorine residuals adequate 


for bacterial disinfection are much less effective as viral 
disinfectants. 


R. G. Meyer 
EPIDEMIOLOGY 
464. Transmission of Group A Streptococci. I. The 
Role of Contaminated Bedding 


W. D. Perry, A. C. SreGet, C. H. RAMMELKAMP, L. W. 
WANNAMAKER, and E. C. MARPLE. American Journal of 


Hygiene (Amer. J. Hyg.) 66, 85-95, July, 1957. 1 fig., 
21 refs. 


With the object of assessing the value of current mea- 
sures of controlling the indirect spread of streptococci, 
the authors studied the risk of infection when new 
recruits at an Air Force Base in Wyoming were issued 
with blankets which had already been used and not sub- 
sequently laundered. Oropharyngeal and nasal swabs 
were cultured daily throughout the period of the investi- 
gation and all respiratory symptoms or abnormal physical 
signs in the upper respiratory tract were recorded. All 
recruits from whom a culture positive for B-haemolytic 
streptococci was obtained during the first 3 days of 
observation were given three intramuscular injections of 
600,000 units of procaine penicillin in aluminium mono- 
stearate every second day. 

Blankets containing large numbers of typable Group-A 
streptococci, deposited thereon by nasal carriers, were 
then issued to 85 of the recruits, while another group 
of 177 controls, living in the same environment, were 
issued with freshly laundered blankets. In general, one 
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or two recruits with clean blankets were assigned to the 
beds separating each man given contaminated blankets, 
the distance between bed centres being approximately 
5 feet (1-5 m.). Daily observations were continued for a 
period of 17 to 23 days following the issue of the blankets 
and throat and nasal swabs were cultured on several 
succeeding days. The results failed to show that there 
was any increased risk of streptococcal infection in the 
85 subjects issued with contaminated blankets. 
J. Cauchi 


465. Transmission of Group-A Streptococci. II. The 
Role of Contaminated Dust 

W. D. Perry, A. C. Srecer, and C. H. RAMMELKAMP. 
American Journal of Hygiene |Amer. J. Hyg.) 66, 96-101, 
July, 1957. 17 refs. 


It is well established that subjects harbouring large 
numbers of Group-A. streptococci in the respiratory 
tract often contaminate the immediate environment, 
where the streptococci remain viable and virulent to 
animals for long periods. Many proposed preventive 
measures are based on the control of airborne bacteria. 
The authors, continuing a study of the transmission of 
Group-A streptococci [see Abstract 464], experimented 
with dry floor sweepings collected in the morning from 
barracks occupied by recruits suffering from strepto- 
coccal tonsillitis and pharyngitis. The infectivity of this 
naturally-contaminated dust was tested by direct inocula- 
tion, by exposure of volunteers in small enclosures, and 
by exposure of individuals in contaminated barracks. 

A total of 37 Service men were exposed to such con- 
taminated dust in normal living conditions in bar- 
racks, but none contracted a streptococcal infection. 
When samples of dust containing recently deposited 
Group-A streptococci were inoculated directly into the 
respiratory tract of a group of volunteers no evidence of 
streptococcal infection was observed. In a further 
experiment volunteers sat on chairs in two small en- 
closures while 43 to 108 g. of contaminated dust was 
blown in and dispersed from knee height toward the 
ceiling. Each volunteer then vigorously swept the floor 
for 10 minutes and finally returned to the sitting position 
for another 10 minutes. Dust particles could be recog- 
nized in the mucus expelled by coughing or by blowing 
the nose for as long as 6 hours following exposure, but 
in no instance was the volunteer infected by streptococci, 
although these organisms were occasionally cultured 
directly from the nose and throat during the period of 
exposure. J. Cauchi 


466. Histoplasmin Testing in Different Geographic Areas 
P. Q. Epwarps. Lancet [Lancet] 2, 707-712, Oct. 12, 
1957. 9 figs., 10 refs. 


A map prepared by the author with Kiaer in 1956 
(and reproduced with this paper) of the results of histo- 
plasmin testing surveys carried out in various parts of 
the world showed that sensitivity to histoplasmin -is 
prevalent in east-central States of the U.S.A., Central 
America, and some regions of South America, with 
probable low-prevalence endemic areas in east-central 
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Africa and in some parts of south-east Asia. The map 
was based on the traditional criterion for a positive 
(specific) reaction, that is, one measuring 5 mm., but the 
author considers that this gives misleading results in 
some areas, for histoplasmin sensitivity may result also 
from infection with other fungi, for example Coccidioides 
immitis, and she accordingly now reports the results of 
a study designed to distinguish between specific and non- 
specific sensitivity in human populations which was 
based On varying patterns of response to histoplasmin. 
Between 1949 and 1951, under the auspices of the U.S, 
Public Health Service, radiographs were taken and tests 
with intradermal injections of histoplasmin, coccidioidin, 
and tuberculin were performed on nearly 100,000 young 
men from all parts of the U.S.A. on their entry into 
military service. Since histoplasmin reactions in persons 
infected with Histoplasma are known to be larger than 
those in persons infected with Coccidioides, the results of 
the survey are accordingly presented in the form of per- 
centage frequency distributions of the sizes of the reac- 
tions; they are based on the findings in nearly 40,000 
young white males aged 17 to 21 who had lived all their 
lives in their home counties in the U.S.A. The belief 
that these findings serve to distinguish between specific 
and non-specific reactions receives support from a com- 
parison with the figures for pulmonary calcification 
found in 7,445 army recruits from the east-central States 
and in 3,303 similar men from south-west areas of the 
U.S.A., since it is known that there is a high degree of 
correlation between specific histoplasmin sensitivity and 
pulmonary calcification. F. T. H. Wood- 


467. Poliomyelitis and the Weather. (Poliomyelitis 
und Wetter) 

K. HorNICKEL, W. JAcos, and G. B. ROEMER. Zeif- 
schrift fiir Hygiene und Infektionskrankheiten [Z. Hyg. 
Infekt .-Kr.] 144, 1-19, 1957. 6 figs., 26 refs. 


The authors discuss in detail the influence of all kinds 
of atmospheric conditions on the incidence of polio- 
myelitis. From the statistics of cases of the disease 
notified in the North Rhine-Westphalia area during the 
period 1948-54—a total of 7,197 manifest cases—after 
adjustment to allow for delays in the receipt of notifica- 
tions, the incidence in different weeks, months, and years 
is studied in relation to the occurrence of a wide variety 
of atmospheric conditions, such as warm, cold, and 
occluded fronts, ridges of high and troughs of low pres- 
sure, cyclonic and anticyclonic conditions, sunshine, 
rainfall, temperature, barometric pressure, and relative 
humidity. 

In the Federal German Republic both 1948 and 1952 
were epidemic years for poliomyelitis and each showed 
periods of unusually high temperature in April and July 
which did not occur in the non-epidemic years. In 
general it seemed that while the detailed analysis did not 
show any close correlation, an increase in the incidence 
of paralytic poliomyelitis seemed to occur after a period 
of high temperature preceding the advancing edge of a 
trough of low pressure. A high temperature in itself 
did not give rise to any increase in morbidity. 

W. K. Dunscombe 
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468. The Toxicity of Ethylene Oxide—Three Cases of 
Fatal Poisoning. (A propos de la toxicité de l’oxyde 
d’éthyléne—3 cas d’intoxications mortelles) 

M. MARCHAND, R. DevesvAux, C. CLAEys, F. LEJEUNE. 
Revue médicale miniére [Rev. méd. miniére] 10, 5-9, 1957. 


The authors describe 2 incidents, resulting in 3 deaths, 
in which exposure to ethylene dioxide and other sub- 
stances occurred. They conclude, however, that ethylene 
oxide was not the intoxicant responsible for the deaths. 
The first incident occurred during the manufacture of 
ethylene oxide by the alkali treatment of glycol mono- 
chlorhydrin and pressure distillation of the reaction pro- 
ducts. By mischance the temperature of distillation 
became unduly high and a leak resulted whereby there 
escaped into the working atmosphere a mixture of the 
vapours of ethylene oxide, monochlorhydrin of glycol, 
and dichlorethane. Five men were exposed and were 
taken to hospital one hour after the incident. Of these, 3 
were but lightly affected, having headache, vomiting, 
abdominal pain, and diarrhoea; the other 2 men died, 
one very soon after his arrival at the hospital and the 
other some 5 hours later. These 2 men showed signs of 
marked cerebral depression, progressive torpor, coma of 
the toxic type, circulatory collapse, profuse sweating, 
tachycardia, vomiting. and diarrhoea. They showed no 
sign of exposure to a lung irritant. The circulatory col- 
lapse developed so rapidly that no reading could be taken 
of the systolic blood pressure and phlebotomy released 
but a few drops of blood. Respiratory failure preceded 
cardiac arrest by a few seconds. The major lethal agent 
in these cases was judged to be glycol monochlorhydrin. 

The second incident occurred following the arrest of 
a rotameter and involved a workman engaged in 
clearing out, with fresh air, a system of pipes containing 
about half a litre of liquid ethylene oxide. He com- 
plained of feeling ill and vomited, but by the end of the 
shift he seemed to have recovered; he reported the inci- 
dent and cycled home. There he felt ill once more and 
began to vomit, returning all fluids given. He became 
intensely dyspnoeic and about 20 hours after exposure he 
fell into coma, dying some 4 hours later. At necropsy 
there was intense oedema of the lungs, with blood-stained 
areas resembling infarcts, congestion of the brain and 
meninges, and ecchymoses in the gastric mucosa. It was 
thought that the causal agents in this case were dichlore- 
thane and monochlorhydrin of glycol. 

The treatment given is outlined; it included blood 
transfusion, oxygen inhalation, and analeptic drugs. 
Safety precautions in the use of respirators are described 
in detail: the canister respirator containing activated 
charcoal should be within easy reach so that it may be 
adjusted within 30 seconds of accidental exposure, and 
should be used only in emergency for purpose of escape 


or rescue, for it very soon becomes saturated. Self- 
contained breathing apparatus is essential for work where 
there may be a risk of exposure to these noxious vapours. 
A pattern is given for a cautionary notice calling attention 
to the very inflammable nature of ethylene oxide and to 
the risk of burns of the skin and eyes. The workman 
who is splashed with liquid ethylene oxide is exhorted to 
divest himself immediately of his contaminated clothing, 
to wash the underlying skin with plenty of water, and 
then to report to the medical officer. 

A general description is given of ethylene oxide, its 
properties, mode of manufacture, and toxicity. No 
death due to ethylene oxide in industrial use is on record 
in the literature. M. A. Dobbin Crawford 


469. Cadmium Poisoning. Report of a Fatal Case, with 
Discussion of Pathology and Clinical Aspects 

F. C. CHRISTENSEN and E. C. Otson. A.M.A. Archives 
of Industrial Health [A.M.A. Arch. industr. Hlth] 16, 
8-13, July, 1957. 6 figs., 16 refs. 


Cadmium has probably greater lethal potentialities than 
any other metal. The fume of cadmium oxide is not 


particularly irritating and has no strong, characteristic 
odour, and work may be carried on for hours in an atmo- 
sphere containing a lethal concentration, the effect of 


which is insidious. 

The case is here reported of a healthy man of 55 who 
had not lost a day’s work in 20 years, and who died 7 
days after exposure for 5 hours to cadmium fumes while 
he was engaged in the welding of a metal which had, but 
was not known to have, a coating of cadmium. He 
worked for 2 days after this exposure, but then developed 
a chill and took to his bed. His 4-day illness was marked 
by a rise in temperature, a rapid pulse, and an irritating 
cough, his complexion becoming a dusky red with a tinge 
of cyanosis. On the 6th day after exposure he twice 
rose from his bed, unattended and contrary to advice. 
In treatment he was given penicillin, an expectorant, 
morphine and atropine, and oxygen inhalation. At 
necropsy there was hydrothorax and massive oedema of 
the lungs, which together weighed 2,790 g. The alveoli 
contained precipitated plasma, erythrocytes, and large 
monocytes; many cuboidal cells were found lining the 
alveoli and occupying the alveolar spaces, the septa were 
thickened and oedematous, and there was some fibrosis 
around the bronchi. Cultures were negative. Beyond 
some hypertrophy of the heart and congestion of the 
abdominal organs there were no other unusual findings. 

The symptoms of cadmium poisoning by inhalation 
resemble those of influenza or virus pneumonia. In 12 
to 36 hours there is often a severe constricting pain in the 
chest, with marked dyspnoea. Auscultation gives little 
indication of the degree of lung injury, but x-ray examina- 
tion may show widespread patchy infiltration. A review 
of the literature up to 1945 reveals 64 reported cases of 
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cadmium poisoning by inhalation since 1858, exposure 
having resulted from such causes as the annealing of 
cadmium-plated rivets, the heating of cadmium-plated 
pipe, and the ignition of cadmium dust. The over-all 
mortality in these cases was 15-6°% (10 deaths), but in 
cases of severe exposure it was 100%. It has been 
estimated that 2,500 minute-mg. per c.m. of the working 
atmosphere is a lethal dose of cadmium oxide for man. 
The ingestion of cadmium produces a violent acute 
gastritis of rapid onset. While this cause of food poison- 
ing probably often goes unrecognized, many cases, but 
no deaths, resulting from the use of cadmium-plated 
utensils for holding fruit juice or other slightly acid fluid 
are on record. M. A. Dobbin Crawford 


470. Critical Evaluation of the Early Signs of Lead 
Absorption and Intoxication. (Valutazione critica dei 
signi precoci di impregnazione e intossicazione saturnina) 
V. Prato, G. CONTERNO, L. Fiorina, and L. RASETTI. 
Folia medica [Folia med. (Napoli)| 40, 570-582, July, 
1957. 34 refs. 


As improvements in industrial hygiene have reduced 
the incidence of chronic lead poisoning, detection of the 
absorption of lead has become correspondingly more 
important, though this is extremely difficult and necessi- 
tates careful laboratory tests. At the Institute of Indus- 
trial Medicine of the University of Turin the authors have 
carried out certain tests on 40 subjects who were exposed 
to risk of lead poisoning, but were without obvious signs 
of saturnism. The subjects, 4 women and 36 men, had 
been exposed to risk for periods varying from 6 months 
to 30 years. A complete examination of the blood was 
made, including erythrocyte, leucocyte, platelet, and 
reticulocyte counts, haematocrit, examination for baso- 
philic stippling, and determination of haemoglobin and 
lead content, while spectrophotometric estimations of the 
urinary porphyrin and blood copro- and protoporphyrin 
content were carried out. The haemoglobin content was 
less than 80°% (Sahli) in 9 cases, with corréspondingly 
reduced erythrocyte counts. In all these cases the reti- 
culocyte count was increased. and in 4 the erythrocytes 
showed basophilic stippling. The blood lead content 


was more than 60 yg. per 100 ml. (taken as the normal . 


value) in 28 cases and the blood protoporphyrin and 
urinary porphyrin levels were higher than normal in all 
patients with anaemia. 

After discussing their findings at length the authors 
conclude that the first sign of lead absorption is an altera- 
tion in the erythrocyte porphyrin exchange. If absorp- 
tion continues the blood lead content increases, then the 
erythrocyte coproporphyrin content, the reticulocyte 
count, and, almost simultaneously, the urinary por- 
phyrin content, while anaemia and a significant degree of 
basophilic stippling are the last to appear. The mechan- 
ism of the disturbance of porphyrin exchange cannot as 


yet be adequately explained. They consider that the — 


combination of anaemia with basophilic stippling in 
more than 5,000 erythrocytes per c.mm. is an undoubted 
indication for withdrawing a worker from exposure. 
An increased reticulocyte count and a blood protopor- 
phyrin content of more than 150 yg. per 100 ml. (if this 
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cannot be explained by liver damage or hypertension) are 

most important indications of lead absorption from the 

point of view of the prevention of chronic lead poisoning. 
W. K. Dunscombe 


471. Atmospheric Pollution by Waste Products from 
Power Stations and Chemical Works and Its Effect on the 
Health of the Population. (Bnusnue sarpasHeHua 
aTMocdepHoro BbIOpocaMH 
M KOMOHHATA Ha 3Q0POBbe HaCeNeHHA) 
N. JA. JaNySEVA. Jueuena u Canumapua [Gig. i Sanit} 
15-21, No. 8, Aug., 1957. 1 fig., 4 refs. 


In the investigation into the effects of waste products 
(sulphur dioxide and trioxide, hydrogen sulphide, and 
the oxides of nitrogen, chlorine, phenol, and silica) 
from various industries on the health of the surround- 
ing population described in this paper the conditions 


found in an old residential area situated close to the works - 


were compared with those in a new residential area some 
12 km. distant. Analysis of a total of 1,605 samples of 
air aspirated at various points showed that the maximum 
concentrations detected were as follows: dust 66-3 mg. 
per c. m., sulphur dioxide 33 mg. per c. m., and hydrogen 
sulphide 1-6 mg. per c. m. 1 

The populations of the two areas were comparable as 
to age, sex, and living conditions, but the total morbidity 
rate was twice as high in the old residential quarter as in 
the new. The main differences were in the incidence of 
infections of the upper respiratory tract, bronchitis, 
** vegetative neuroses ’’, conjunctivitis, and suppurative 
skin conditions. Differences between the two population 
groups were also noted in respect of the mean haemo- 
globin level, the general resistance to infection, and the 
incidence of sclerotic changes in the lungs, this last being 
three times higher among children in the older residential 
area. Workers employed at the factories responsible 
for the pollution were excluded from the survey. 

Basil Haigh 


472. Health Hazards from Chlorine Dioxide ' 
J. GLOEMME and K. D. LUNDGREN. A.M.A. Archives of 
Industrial Health [A.M.A. Arch. industr. Hlth] 16, 169- 
176, Aug., 1957. 1 fig., 23 refs. 


Chlorine dioxide (C1O2) is a highly irritant gas which 
is used extensively as a bleaching agent in the cellulose 
industry. This paper from Karolinska Sjukhuset, 
Stockholm, reports the results of the clinical investiga- 
tions of 12 men employed at a factory where ClO2 was 
produced by the reduction of sodium chlorate with 
sulphur dioxide in an acid solution. Both this process 
and also the subsequent bleaching took place in closed 
systems, but there were possibilities of occasional expo- 
sure owing to technical faults. Estimations of the 
atmospheric concentrations of ClO2 were made only from 
“spot samples” in ordinary working conditions and 
showed it to be lower than 0-1 p.p.m. 

All 12 men had suffered from acute symptoms on some 
occasions and the investigation, which was carried out 
with a view to determining the possible after-effects of 
repeated single or mild continuous exposure, included 
radiological examination of the sinuses, lungs, and heart, 
recording of the electrocardiogram, function tests of 


pulse and respiration frequency using a cycle ergometer, 
bronchoscopy, biopsy examination of bronchial mucosa, 
and spirometry. The chief symptoms were breathless- 
ness, wheezing, irritant cough, and some conjunctival 
irritation, and in the severer cases nausea, vomiting, and 
diarrhoea. No evidence of central nervous disturbance, 
reported by some authorities, was observed. Broncho- 
scopy with biopsy revealed non-specific chronic bron- 
chitis in 7 cases; this was associated with a tendency to 
an increase of residual lung volume in relation to total 
lung capacity, indicating a slight decline in lung function 
similar to that found in workers exposed to other irritant 
gases and affected with bronchitis. Further examination 
at intervals of 2 years has, however, shown no progressive 
bronchitis in the workers exposed to ClO», nor any 
increase in susceptibility to infections. 

No conclusion was reached as to the maximum accept- 
able concentration, but it appears that health hazards 
from ClO» in processes similar to those described arise 
mainly from short-term exposure to high concentrations 
accidentally arising as the result of technical faults rather 
than from those occurring during ordinary working 
conditions. Ethel Browning 


473. A Clinical Study of Vascular Disease Due to 
Occupational Exposure to Carbon Bisulphide. ~¢Solfo- 
carbonismo professionale. (Contributo clinico alla 
conoscenza della vascolopatia solfocarbonica)) 

L. AMBRosIO, F. Marsico, and P. Picco.t. Folia medica 
[Folia med. (Napoli)| 40, 544-569, July, 1957. 5 figs., 
29 refs. 


This paper from the Institute of Industrial Medicine 
of the University of Naples describes various vascular 
affections stated to be caused by exposure to carbon 
bisulphide, with illustrative case histories. The cerebral 
vessels are the most often affected, and increased retinal 
arterial pressure has been reported in workers who have 
been in contact with carbon bisulphide, though this has 
also been attributed to cerebral atherosclerosis. The 
gas is also reported to affect the kidneys, the myocardium, 
and the peripheral vessels. 

Details of 23 cases are given in which, in addition to a 
careful clinical examination, an extensive battery of 
biochemical tests were carried out. The patients, some 
of whom were women, were all workers in the rayon 
industry; their ages varied from 20 to 60 years and their 
period of employment in the industry from one to more 
than 20 years. The main symptoms complained of 
were headache, vertigo, and asthenia, which were present 
in all cases. The findings varied from patient to patient. 
Enlargement of the liver was present in 9 cases and in- 
crease of the tendon reflexes in 10. Changes in renal 
function were found in one-third of the cases examined. 
Examination of the retinal vessels in all cases showed 
tortuosity of the arteries, with thickening of their walls, 
restriction of the lumen, compression of the veins at 
arterio-venous crossings, and small whitish paramacular 
spots related to the capillaries. These retinal vascular 
changes were not associated with generalized arterio- 
sclerosis, and the authors are “‘ forced to the conclusion ” 
that they were related to a sclerosis of the cerebral vessels 
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due to, or enhanced by, contact with carbon bisulphide. 
Electroencephalograms were recorded in 21 cases, in 9 
of which the tracing indicated a subcortical affection, 
either diffuse or localized to the temporo-central region, 
while in 5 others there was some lesser degree of 
abnormality. 

The authors consider that their investigations have 
shown that the cerebral vascular system is affected in 
chronic carbon bisulphide poisoning, though the patho- 
genesis is not yet clear. W. K. Dunscombe 


OCCUPATIONAL DISEASES 


474. The Relationship of Hearing Loss to Steady State 
Noise Exposure. A Report of an Industrial Survey 
N. E. ROSENWINKEL and K. C. STEWART. American 
Industrial Hygiene Association Quarterly [Amer. industr. 
Hyg. Ass. Quart.] 18, 227-230, Sept., 1957. 2 figs. 


In this investigation reported from the University of 
Pittsburgh, Pennsylvania, the authors set out to deter- 
mine whether continuous occupational exposure to a 
** steady state noise of 80 decibels in each octave band 
causes a measurable change in pure tone hearing sensi- 
tivity during a man’s normal working life span”. They 
were careful to exclude such invalidating factors as doubt- 
ful instrument calibration, the use of non-standard audio- 
metric procedure, inadequately trained technicians,’ or 
inadequate test environment. A plant area was selected 
where a noise uniform in frequency distribution and 
intensity was maintained. Men were selected according 
to increasing age and exposure in such a manner that all 
those in a given exposure group fell within a specified 
age range. The number of subjects in the test groups 
was 270, with 290 in the control groups. For compara- 
tive purposes the mean bilateral hearing sensitivity was 
calculated for each test and control group and plotted on 
standard audiometric forms. The spread between test 
and control groups during a mean exposure of 16 years 
showed an increase—and consequently a decrease in 
hearing sensitivity—in the region around 4,000 cycles 
per second. This indicates that there is a change in 
pure tone hearing sensitivity due to long exposure to a 
steady noise of 80 decibels, but the loss was not sufficient 
to fall within the range qualifying for compensation. 

E. D. Dalziel Dickson 


475. The Biological Action of Degussa Submicron 
Amorphous Silica Dust (Dow Corning Silica). I. Inhala- 
tion Studies on Rats 

G. W. H. Scuepers, T. M. DurKAN, A. B. DELAHANT, 
F. T. Creepon, and A. J. Repuin. A.M.A. Archives of 
Industrial Health [A.M.A. Arch. industr. Hith\.16, 125- 
146, Aug., 1957. 11 figs., 7 refs. 


“* Degussa silica”, the proprietary name of one of the 
many preparations of silicon dioxide, is representative of 
the “flame silicas”’ produced by rapid hydrolysis of 
highly diluted silicon tetrachloride at high temperatures. 
The pyrogenic silicas are characterized by an extremely 
fine particle size, and find special industrial application 
in the coating of paper, as fillers in the paint and rubber 
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industries, and as components of ink, adhesives, plastics, 
cosmetics, and many other articles, so that exposure of 
workers to the dust yearly becomes more extensive. 

At the University of Michigan, Ann Arbor, the effect 
of degussa on rats’ lungs was investigated by subjecting 
them to inhalation of concentrations averaging 1-5 mg. 
per cubic foot (53 mg. per c. metre) of air over periods 
up to 3 years; in some animals the lungs were examined 
six months after removal from exposure. Chemical 
analysis of the ashed lungs showed a progressive increase 
in mineral matter during the exposure phase and a sub- 
sequent decrease during the elimination phase, but the 
rapid rate of increase in the total lung ash was dispro- 
portionate to the rate of accumulation of silicon dioxide, 
the latter reaching a peak during the first 3 months and 
the former increasing steadily until exposure was dis- 
continued. 

Macroscopically, the lungs showed, after 3 months’ 
exposure, small scattered subpleural foci of reaction, with 
a tendency to emphysema and focal atelectasis at the end 
of 4 months. These lesions were more marked after 6 
months, and after 9 to 12 months there was advanced 
generalized emphysema. Microscopically, the essential 
appearances were those of round-cell infiltration of the 
lymphatic system, conglomerations of large foamy 
macrophages in the alveoli, and incipient nodule forma- 
tion throughout the lung parenchyma, many of the 
nodules forming perivascular cuffs associated with 
progressive vascular stenosis. During the elimination 
phase these lesions, especially the perivascular infiltra- 
tions, rapidly disappeared, though it was noted that a 
minor degree of emphysema persisted to the end of the 
12th month. 

The high death rate (74%) of the animals during the 
exposure period was attributed mainly to pulmonary 
insufficiency combined with obstruction of the smaller 
blood vessels. No intercurrent infection, such as bron- 
chiolitis or abscess formation, was observed and it is 
suggested that the degussa dust may have exerted some 
anti-inflammatory action. Ethel Browning 


476. Pathological Conditions in Sulphur Workers. 
(Osservazioni e considerazioni circa la patologia dei 
solfatai) 

G. Fraps, G. MENTESANA, and V. Azzaro. Folia 
medica [Folia med. (Napoli)} 40, 525-543, July, 1957. 
1 fig., 30 refs. 


From the Institute of Industrial Medicine of the Uni- 
versity of Palermo the authors present an account of the 
pathological conditions met with in workers in a large 
sulphur mine near Agrigento in southern Sicily. They 
first point out that modern methods of ventilation have 
greatly reduced the risk of inhalation of sulphur-contain- 
ing dust and that the recently introduced “* flotation ” 
method of purification has to a large extent eliminated the 
production of sulphur dioxide, but that some risk still 
remains, both in the mine and during the final stages of 
processing. They therefore examined 806 employees, 
522 working in the mine itself and 284 outside the mine 
on processing the sulphur. The ages of the operatives 
ranged from 16 to 60 years and their period of employ- 


ment in this work from 6 months to 45 years. All were 
males. The length of shift was 8 hours a day for outside 
workers and 12 hours, with 24 hours’ rest, for inside 
workers. Access to the face was by a shaft about 240 
metres deep with adits leading off from it, and the 
material was got by shot-firing, holes being drilled with 
pneumatic drills. Ventilation was carried out by electric 
exhaust fans (which were stopped for a period during and 
after firing). 

The nutrition of the majority of the workers was not 
good, and they were somewhat anaemic. The reaction 
time, especially of those working inside the mine, was 
slower than normal and the older ones complained of 
asthenia which became worse during the shift. A num- 
ber of workers, mostly outside, had brownish spots on, 
and a bronze staining of, the mucosa of the gums and 
cheeks, along with other manifestations of adrenal in- 
sufficiency. About 10°% had arthralgic symptoms affect- 
ing the larger joints, especially of the lower limbs and 
lumbar region. Workers at the crushing plant had a 
chronic conjunctivitis, and those scraping the steam 
fusing vessels had a brownish discoloration of the face 
and hands and also catarrhal inflammation, often intense, 
of the bronchi. Dyspeptic symptoms were present in 
29°%, and 5 workers had a gastric and 14 a duodenal 
ulcer. A relatively large number of workers had some 
cardia€ disorder, and 5°% of all those examined had 
chronic myocarditis. 

The chronic affection of the respiratory system is dis- 
cussed at length, as it has often been referred to by other 
workers. Chronic bronchitis, often accompanied by 
emphysema, was present in 176 employees (21-8%), 94 of 
whom worked outside and 82 inside the mine. This 
finding was more pronounced in those with the longest 
service, as in the past they had been subject to massive 
inhalations of sulphur dioxide. The authors point out 
that a single incident involving the massive inhalation of 
sulphur dioxide may give rise to a definite spastic bron- 
chitis with dyspnoea, while in those who already have a 
bronchitic condition it may cause an acute relapse with 
raised temperature and, in some cases, cardio-respiratory 
insufficiency. Altogether 42 workers [the figure given is 
24, which must be a misprint] had emphysema and in 21 
cases it was severe. No case of pulmonary tuberculosis 
was found. The incidence of severe bronchitis seemed 
to be highest in those who worked inside the mine and 
is attributed to exposure to sulphurous and nitrous gases, 
the latter especially after shot-firing 

The authors emphasize that their investigations do not 
give a complete picture of the industry and that it is 
necessary for these to be extended to other mines. They 
consider that each mine should have a health section with 
a doctor attached to examine the operatives and con- 
ditions of work and to advise both management and 
employees. .W. K. Dunscombe 


477. Newer Developments in Occupational and Environ- 
mental Cancer. [Review Article] 

W. C. Heuper. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 100, 487-503, Sept., 1957. 
3 figs., 24 refs. 
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Forensic Medicine and Toxicology 


478. Investigations of the Genetic Mechanism of the 
Haptoglobins with a View to the Medico-legal Aspects. 
[in English] 

F. GALATIUS-JENSEN. Acta mediginae legalis et socialis 
[Acta Med. leg. soc. (Liége)| 9, 41-46, 1956 [received 
May, 1957]. 10 refs. 


Using a modification of Smithies’s electrophoretic 
technique with a starch gel medium, the author made a 


' study at the University Institute of Forensic Medicine, 


Copenhagen, of the haptoglobins present in sera from 
53 families with 149 children, 102 mother-child combina- 
tions, and 26 twins. The results lead him to agree with 
the conclusion of Smithies and Walker (Nature (Lond.), 
1955, 176, 1265) that the haptoglobins (Hp types) are 
controlled by two autosomal genes with incomplete 
dominance. In 16 families in which both parents were 
homozygous all 43 children were homozygous. Other 
family studies supported the genetical hypothesis. The 
Hp type in children under the age of 3 months could 
not be determined with certainty. 

These findings suggest that the Hp system might be of 
value in genetical studies and in the exclusion of paternity 
in medico-legal practice. I. Dunsford 


479. Accidental Coal-gas Poisoning. Loss of Sense of 
Smell as a Possible Contributory Factor with Old People 
H. D. CHALKE and J. R. Dewnurst. British Medical 
Journal [Brit. med. J.] 2, 915-917, Oct. 19, 1957. 1 fig., 
1 ref. 


The progressive increase in the number of accidental 
deaths from coal-gas poisoning in Great Britain became 
so alarming in the period between 1945 and 1955 that 
the British Medical Association appointed a committee 
to study the subject which issued a Report on Accidental 
Coal-gas Poisoning in 1956. One of the contributory 
factors to which attention was directed was loss of sense 
of smell in persons over 60, and a small pilot survey 
carried out in Camberwell by one of the present authors 
on behalf of the committee indicated the particular 
danger of this failing in elderly persons. 

An extension of this survey, the results of which are 
reported in this paper, confirms the finding of the earlier 
pilot test—namely, that approximately 30% of elderly 
persons cannot reliably recognize the odour of coal-gas 
at concentrations below 50 parts per 10,000, and some- 
times not at all. Of persons under 65, over 95°% may be 
expected to recognize 20 parts and 50°%% 8 to 10 parts per 
10,000. The authors point out that odour is thus an 
unreliable danger signal of accidental escapes of un- 
burned coal-gas for old people. They add that nearly 
two-thirds of the 14 million one-person households *in 
Great Britain are occupied by individuals over 60 years 
of age. It is in this period of life that the statistics have 
shown the heaviest toll of life from accidental coal-gas 
poisoning. 


[The authors, one of whom is an official of the South- 
Eastern Gas Board, do well to draw attention to this 
menace, and to indicate the concern of the supplying 
authorities over the matter.] Keith Simpson 


480. Rotational Nystagmus and the Blood Alcohol 
Content. (Drehnystagmus und Blutalkoholkonzentra- 
tion) 

K. Scuutte and H. Rotu. Zentralblatt fiir Verkehrs- 
Medizin, Verkehrs-Psychologie und angrenzende Gebiete 
[Zbl. Verkehr.-Med.| 3, 144-148, July, 1957. 3 figs., 
5 refs. 


Although in the course of their duties as police sur- 
geons in North-Rhine—Westphalia the authors have 
examined several thousand persons for drunkenness 
during the past 10 years, they are still unable to find a 
constant relationship between the clinical findings and the 
blood alcohol level. They have therefore investigated 
the reliability of the nystagmus test of Taschen (Med. 
Mschr., 1955, 9, 25) as a means of measuring the degree 
of alcoholic intoxication. This test is carried out by 
rotating the subject 5 times round his longitudinal axis 
without jerking or interruption and then bringing him 
to a sudden stop; he is then directed to look at a point 
30 cm. in front of his eyes and the duration of nystagmus 
is noted. 

It is pointed out that in a certain proportion of cases 
the subject will be too drunk to perform the test; more- 
over, even when this is not the case, a number of external 
factors, such as unsuitable conditions or non-cooperation 
of the subject, may affect the result of the test. Never- 
theless, from a preliminary study of the results in 240 
cases the authors obtained the “ purely empirical” 
impression that the duration of nystagmus was correlated 
with the blood alcohol content up to a level of 0-2%% (200 
mg. per 100 ml.), beyond which there was little increase 
in its duration. They therefore subjected the results 
from the 152 subjects in whom the blood alcohol level 
was between 0°01 and 0-18% to statistical analysis, 
obtaining a correlation coefficient of 0-685 and a regres- 
sion coefficient of 14:55. The median duration of 
nystagmus was 24-64 seconds with a blood alcohol level 
of 0-:117°%%. In control tests on sober persons the dura- 
tion of nystagmus ranged from 0 to 13 seconds, while 
with blood alcohol levels of 0-068°% it was between 0 to 
29 seconds and of 0-225 to 0:263°% between 17 and 70 
seconds. The authors emphasize that in cases in which 
a high blood alcohol level is associated with a short 
duration of nystagmus the eye movements are notably 
coarse. In85°% of 100 subjects whose blood alcohol level 
was between 0-1 and 0-125°% the duration of nystagmus 
was_double that of sober persons, and they consider that 
a blood alcohol level of 0-15°% is much too high a figure to 
be accepted as the upper limit of fitness to drive. [The 
statutory limit in the Scandinavian countries is consider- 
ably below this level.—Eprror.] 
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They conclude that, although the nystagmus test can- 
not replace the estimation of the blood alcohol level, 
there is in general a mathematical relationship between 
the results of the two tests, and that the former is there- 
fore a valuable addition to the usual battery of clinical 
tests applied to drivers suspected of being drunk. 

W. K. Dunscombe 


481. Solox Intoxication 

W. J. Hammack. Journal of the American Medical 
Association [J. Amer. med. Ass.| 165, 24-27, Sept. 7, 
1957. 8 refs. 


In the southern States of the U.S.A. cases of intoxica- 
tion with ‘‘ solox ’’, a shellac solvent containing ethanol 
(100 parts), methanol (5 parts), gasoline (1 part), 
ethyl acetate (1 part), and methylisobutyl ketone (1 part), 
are frequently seen. The characteristic features of intoxi- 
cation due to soldx are coma, a foul chemical odour 
in the breath, acidosis, and hypoglycaemia. Cases of 
solox poisoning may so resemble those of ethanol 
intoxication that confusion may occur. If the patient is 
still conscious he may complain of blurred vision and 
burning of the eyes, with intense cramp in the abdomen, 
this last symptom often being relieved by infusion of a 
hypertonic solution of dextrose. In comatose patients 
there may be dilated pupils and depressed reflexes, but 
the latter sign may alternate with extensor rigidity if 
hypoglycaemia is present. 

Between 1946 and 1956, 36 cases of solox intoxication 
were admitted to the Veterans Administration Hospital, 
Birmingham, Alabama. Severe hypoglycaemia, which 
was present in 6, was treated by administration of a 
hypertonic solution of dextrose, with recovery in all 6. 
Other complications were acidosis and pneumonia. 
Most of the clinical manifestations eould be explained 
on the basis of the known toxic activity of the various 
constituents of solox, but the cause of the hypoglycaemia 
is obscure. No evidence of hepatic disease was found 
to account for it, and when solox intoxication was induced 
in animals hypoglycaemia did not occur. 

The author discusses possible causes of the hypo- 
glycaemia, including malnutrition resulting from’ the 
abuse of alcohol, the poisoning of hepatic enzyme sys- 
tems, and irritative lesions of the central nervous system, 
but does not consider any of these to be convincing. 

W. K. S. Moore 


482. Aminophylline Toxicity 
H. Soirer. Journal of Pediatrics [J. Pediat.) 50, 657- 
669, June, 1957. 35 refs. 


A review of the literature revealed a total of 31 cases 
of aminophylline poisoning in children, 8 of which were 
fatal, and in the present paper from the Lincoln Hospital 
Bronx, New York, the author reports 2 further fatal 
cases. 

The patients, aged 3 and 4 years respectively, were ad- 
mitted to hospital with bronchospasm, and death was 
attributed to treatment with aminophylline. The <cal- 
culated dosages of the drug were 17:2 and 24 mg. 
per kg. body weight respectively. Necropsy in one of 
the cases revealed pneumonia and cerebral oedema. 
The author states that the earliest and most constant 
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toxic symptom is restlessness, followed by vomiting, and 
that the onset of these symptoms should lead to imme- 
diate withdrawal of the drug. Simultaneous administra- 
tion of aminophylline and ephedrine is contraindicated. 
It is suggested that a safe dosage of aminophylline per 
rectum is 5 mg. per kg. body weight every 8 hours. 

H. B. Stoner 


483. The Effect of Small Concentrations of Lead on 
Porphyrin Metabolism«in Animals. (Bnusanue mansix 
KOHUCHTpauH CBHHUa Ha o6meH y 
>KHBOTHBIX) 

M. I. Gusev. [ueuena u Canumapua [Gig. i Sanit.} 
21-25, No. 8, Aug., 1957. 


In view of the fact that lead production in the U.S.S.R. 
is scheduled to increase by 42°% during the 5-year period 
1955-60, the author has carried out investigations of the 
quantity of porphyrin excreted in the urine of rabbits 
exposed to various atmospheric concentrations of lead 
oxide dust in an attempt to devise a method for the 
detection .of higher than permissible concentrations of 
lead in work places. Of three groups of rabbits, the first 
was exposed to a concentration of lead oxide of 10 pg. 
per cubic metre for 6 hours 2 day (the length of the work- 
ing day under such conditions) for a period of 64 months, 
the second group to a concentration of 3-9 wg. per cubic 
metre for a similar period, and the third served as a 
control group. 

The normal urinary porphyrin excretion by the rabbits 
was 5-5 yg. per day. At the end of the experiment, the 
daily excretion of porphyrin by the animals in Group 1 
had risen to 10-59 yg., while that of those in Group 2 


was unchanged. One month after removal of the first . 


group of rabbits from the lead-contaminated atmosphere 
the daily urinary porphyrin excretion of the animals fell 
to 4:26 yg. 

The author suggests that estimation of the daily por- 
phyrin excretion in the urine of rabbits may be employed 
to detect the continued presence of dangerous concentra- 
tions of lead in the atmosphere of workshops. 

Basil Haigh 


484. Psychosis Due to Isoniazid 
S. L. O. Jackson. British Medical Journal (Brit. med. 
J.] 2, 743-746, Sept. 28, 1957. 14 refs. 


From the Chest Clinic, Uxbridge, Middlesex, the 
author reports 5 cases of tuberculosis in which, during 
treatment with isoniazid in the usual dosage of 2 to 5 
mg. per kg. body weight, psychotic symptoms developed 
—namely, hysteria, mania, anxiety with paranoid symp- 
toms, schizoid reaction, and depression. The evidence 
implicating isoniazid was not overwhelming in every 
case, but in none of the cases was there a previous history 
of mental breakdown. Possible predisposing factors 
were intolerance to PAS in 2 cases and chronic alcohol- 
ism in another. The duration of isoniazid treatment 
before the onset of symptoms varied from one week 
to 34 weeks, the symptoms persisting for one week to 8 
months after the drug was withdrawn. In 3 cases there 
was complete response to administration of vitamin-B 
complex. Norval Taylor 
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Anaesthetics 


485. Experimental Studies with Prestonal, a New Short- 
acting Muscle Relaxant 

L. RENDELL-BAKER, F. F. Foupes, J. H. Bircun, and P. B. 
D’Souza. British Journal of Anaesthesia [Brit. J. 
Anaesth. 29, 303-309, July, 1957. 4 figs., 11 refs. 


“ Prestonal ”’ is structurally related to decamethonium, 
but it differs from the latter in having a longer chain 
between the quaternary nitrogen atoms and carbopro- 
poxy groups in place of two of the methyl radicals 
attached to them. It is much less powerful than de- 
camethonium, however, the clinically effective dose 
ranging from 0-75 to 1-5 mg. per kg. body weight. 
Apnvea after such doses lasts 3 to 7 minutes. In this 
paper a study is reported of the effect of the drug and 
the influence of anticholinesterases on it in 51 patients 
operated on under low spinal analgesia combined with 
light general anaesthesia. Tidal volumes were measured 
and spirographic tracings obtained. The patients were 
divided into four groups, each of which received a 
different combination of drugs and differing dosages. It 
was found that the effect of prestonal on respiration was 
markedly potentiated by subsequent administration of 
edrophonium (“ tensiton”’), and that the potentiating 
effects of neostigmine and pyridostigmine were less 
marked, indicating that prestonal produces a depolariza- 
tion block in man.. Ronald Woolner 


486. The Effect of D-Tubocurarine Chloride on the 
Blood-pressure of Anaesthetised Patients 

E. T. THomas. Lancet [Lancet] 2, 772-773, Oct. 19, 
1957. 2 figs., 23 refs. 


Although the literature contains a number of refer- 
ences to the occurrence of hypotension after the intra- 
venous injection of D-tubocurarine chloride in anaes- 
thetized patients, it has been the author’s experience that 
this fall in blood pressure is more severe and more fre- 
quent than previous reports would suggest. Working at 
Hillingdon Hospital, Uxbridge, Middlesex, he has investi- 
gated the effect of the drug in 122 fit adult patients 
undergoing surgical operations. Premedication was 
with “‘omnopon” and scopolamine -or morphine and 
atropine, anaesthesia being induced with thiopentone 
sodium and maintained with nitrous oxide and oxygen 
or with cyclopropane and oxygen. Suxamethonium 
chloride was given to provide relaxation before beginning 
the observations. D-Tubocurarine chloride (curare) was 
given intravenously in doses of 15 to 40 mg. and the 
blood pressure was measured in the arm at one-minute 
intervals for several minutes before and after the adminis- 
tration of the drug. 

In 86% of the patients the blood pressure fell, in 3°% it 
was unchanged, while in the remaining 11°% it rose. 
The systolic pressure, which was within normal limits in 
all cases before the injection of curare, fell to below 80 
mm. Hg in 22°% of the patients, to below 70 mm. Hg in 
10°%, and to below 60 mm. Hg in 3%. A significant 
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relationship was found between the amount of the fall 
and the dosage per kg. body weight, but the fall was also 
related directly to dosage, irrespective of the patient’s 
“weight; thus the mean fall was 11 mm. Hg in patients 
receiving 20 mg., 22 mm. Hg after a dose of 30 mg., and 
37 mm. Hg after 40 mg., but it is emphasized that there 
was wide variation in response from patient to patient. 
The fall in blood pressure began within one or two 
minutes of injection and reached a maximum within 2 to 
5 minutes. Recovery was rapid if the fall was small, 
but was prolonged if it was large, and very ill patients 
tended to have a greater fall in pressure than the less ill. 
The author points out that the study throws no further 
light on the mechanism by which curare causes hypo- 
tension; previous workers have attributed this to hista- 
mine release and autonomic ganglion block. 
J. F. Nunn 


487. The Use of a Homatropinium Derivative to Produce 

Controlled Hypotension 

J. D. Ropertson, J. GILuies, and K. E. V. SPENCER. 

British Journal of Anaesthesia [Brit. J. Anaesth.] 29, 
’ 342-357, Aug., 1957. 6 figs., 25 refs. 


During an investigation of possible hypotensive drugs 
it was found that phenacyl homatropinium chloride 
(“ trophenium ”’), an ester of tropinium, had a brief but 
powerful ganglion-blocking effect. At the Royal 
Infirmary, Edinburgh, this drug was therefore further 
investigated in both animals (mainly cats) and man, and 
its properties compared with those of trimetaphan 
camphorsulphonate (“‘arfonad’’). 

It was found to be 14 times as potent as trimetaphan 
in its effect on the cat nictitating membrane preparation, 
but to have a similar potency in respect of its effect on 
blood pressure, except that it appeared that part of the 
hypotensive effect of trimetaphan was almost certainly 
due to histamine release, whereas the action of trophenium 
appeared to be exerted purely on the sympathetic ganglia. 
Above a dosage of 0-1 mg. per kg. body weight there was 
a marked difference in the time required for the blood 
pressure to return to normal, the effect of trophenium 
being of shorter duration at higher dose ranges, and 
being readily antagonized by adrenaline and methyl- 
amphetamine. The drug produced no adverse cardiac 
effects and only slight stimulation of respiration. Rat 
tissues suffered some damage when the drug was injected 
hypodermically, but it appeared to be non-irritant to 
other animals and man. 

The new drug was then given a clinical trial in 39 
patients (average age 50 years) undergoing general 
surgery, and in 36 (average age 38) subjected to thoracic 
operations. In most of the former group anaesthesia 
was with thiopentone-nitrous-oxide-trilene, while the 
thoracic cases were given cyclopropane for maintenance. 
Trophenium was administered by continuous -drip in- 
fusion in varying concentrations, 2 mg. per ml. being 
finally found to be the most satisfactory. Blood-pressure 
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readings were taken frequently and the drip rate adjusted 
accordingly. A satisfactory fall in blood pressure was 
obtained immediately in every case, was readily main- 
tained with the above concentration, and the pressure 
was spontaneously restored on cessation of the drip, 
usually as rapidly as the previous animal experiments 
had led the authors to expect. The pulse rate showed 
no consistent change, nor was the effect of relaxants 
noticeably potentiated by the hypotensive agent. As 
is their experience when using trimetaphan the authors 
found it advantageous to use a rapid rate of drip initially 
until the blood pressure was within 10 mm. Hg of the 
desired level. The patients were positioned as far as 
possible with the operation site non-dependent but 
never in the head-up position. It was found to be 
important to achieve the desired level of hypotension 
before the initial skin incision was made. Even so, 
tachyphylaxis was encountered in 3 cases and is con- 
sidered to be an expression of sensitization of the peri- 
pheral receptors to endogenous pressor amines. In 8 
cases the drug was given by an electrically driven syringe 
into a polythene catheter, but the authors consider this 
method unnecessarily cumbersome and found the ordi- 
nary screw-regulated drip sufficiently accurate. Although 
the time of recovery of the blood pressure is primarily 
related to the duration of action of the drug, many other 
factors play a part and hence recovery time appears to 
be more closely related to the duration of operation and 
of anaesthesia than to the total dose of hypotensive 
agent given. Donald V. Bateman 


488. Halothane: Its Use in Closed Circuit 
H. R. Marrettr. British Medical Journal [Brit. med. J.) 
2, 331-333, Aug. 10, 1957. 1 fig., 2 refs. 


Experience of the use of halothane (‘‘ fluothane *’) in 
a closed-circuit Marrett apparatus in over 1,550 cases 
is described. The level of the liquid in the ether jar 
was not kept constant, but this made no difference until 
it fell below 2 fl. oz. (S7 ml.). The author states that a 
personal trial proved that the concentration in the 
apparatus was safe. 

The premedication customarily given at the Coventry 
and Warwickshire Hospital, Coventry, was used, with 
0-15 to 0-25 g. of thiopentone instead of the usual 0-5 g., 
since halothane itself is known to be a respiratory 
depressant. Induction was smooth. Cough occurred 
with a strong vapour, but laryngeal spasm was never 
encountered, nor could it be produced. Relaxation was 
so good that early intubation was possible and relaxants 
proved unnecessary in abdominal operations. Recovery 
was rapid and quiet, with little nausea or vomiting. 
Consumption of the drug was small, from 4 to 6 ml. an 
hour. There were no deaths in the series. 

The author states that halothane produces a fall in 
blood pressure, but this need not cause anxiety unless 
there is serious loss of blood or a relaxant has been given. 
When raw surfaces are left—for example, in tonsillec- 
tomy or cholecystectomy—the halothane should be 
turned off for a few minutes so that oozing can be dealt 
with. Administration of adrenaline with halothane does 
not appear to be harmful. Halothane is non-explosive 


and non-inflammable; it is stable and does not react 
with soda-lime. It does not damage rubber, but metal 
parts of the anaesthetic machine should be of chromium, 
nickelled brass, or copper. W. Stanley Sykes 


489. Preoperative Sedation and Production of a 
Quiescent State in Children. Promethazine-Meperidine- 
Scopolamine Sedation 

M. S. Sapove and T. J. Frye. Journal of the American 
Medical Association [J. Amer. med. Ass.| 164, 1729- 
1733, Aug. 17, 1957. 1 ref. 


A combination of promethazine, pethidine, and 
scopolamine was used for premedication in a series of 
200 patients under the age of 12 years and its effect 
evaluated from such factors as sedation, reaction to 
environment, respiratory depression, and dryness of the 
mouth. The dosages were as follows: promethazine 
0-5 mg. per Ib. (1-1 mg. per kg.) body weight 60 to 90 
minutes before induction; pethidine in a similar dosage ; 
and scopolamine zy to z}> grain (0-14 to 0-43 mg.) 
30 to 60 minutes before anaesthesia. Of the children 
given this combination, 80°% showed no reaction to 
environment. Slight or moderate respiratory depression 
was noted in 3%, but no actual measurements of respira- 
tory activity were obtained. It was considered that 
emergence from anaesthesia was quieter than with 
conventional preoperative techniques in 80% of the 
cases; only one child vomited iff the immediate post- 
operative period. [No information is given concerning 
the nature of the operations performed, and no com- 
parison is made between this medication and any other.] 
It is concluded, however, that this combination was 
helpful in 80°% of the cases. Ronald Woolmer 


490. Comparison of Seven Intravenous Anaesthetic 
Agents in Man ; 

G. M. Wyant, A. B. Dosxin, and G. M. AASHEIM. 
British Journal of Anaesthesia [Brit. J. Anaesth.| 239, 
194-209, May, 1957. 11 figs., 5 refs. 


A comparative study of 7 intravenous anaesthetic 
agents is reported, the agents examined being thio- 
pentone, ‘“thiamylal”, hexobarbitone, buthalitone, 
** methitural ”, a sixth barbiturate known as “‘ compound 
25398”, and a substituted dione, “ dolitrone”. Five 
volunteers were given twice the sleep dose of each agent 
in 24° solution, with an interval of one week between 
tests. Measurements were made of potency, of wakening 
time, and of effect on arterial and venous pressure, pulse 
pressure, pulse rate, cardiac output, venous pressure, 
respiratory rate, and tidal volume. 

All the drugs produced a transitory hypotension and 
diminution of minute volume. The subjects awakened 
much sooner after the last 4 drugs named above than 
after the first 2. These 2, whose effects were almost 
identical, gave smoother anaesthesia than the others, 
but at the price of prolonged drowsiness and incoordina- 
tion. Compound 25398 in a 24% solution caused 
coughing and muscular spasm. With a 1% solution 
anaesthesia was smooth, but this drug always produced 
apnoea for a longer period than the others. 

Ronald Woolmer 
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491. Medical Survey of Marshallese Two Years after 
Exposure to Fall-out Radiation 

R. A. Conarpb, C. E. Hucains, B. CANNoN, A. Lowrey, 
and J. B. RicHarps. Journal of the American Medical 
Association [J. Amer. med. Ass.] 164, 1192-1197, July 13, 
1957. 5 figs., 7 refs. 


A study is reported of the health, 2 years after the event, 
-of subjects in the Marshall Islands who were exposed to 
fall-out radiation in March, 1954, after detonation of a 
nuclear device about 100 miles away. (The immediate 
reactions and the reactions at one year after exposure 
have already been described, and are briefly summarized 
by the authors.) A whole-body dose of 69 r. to 175 r. 
was received. Generally, those who were exposed were 
in good health and recovering satisfactorily; 2 subjects 
had been seriously ill, but in neither was the illness 
considered to be the result of exposure, and one had 
died from heart disease which was present at the time 
of exposure. The mean lymphocyte count was still 
slightly below the mean control value, but was higher 
than at one year. The platelet count had not increased 
over the one-year level, and was still below the mean 
in controls. The average granulocyte count was 
unchanged from that found one year after exposure 
and was as high as in the controls. The authors state 
that the evidence indicated that these lowered 
levels of blood elements had not lessened resistance 
to disease. No evidence of a leukaemic process was 
faund. 

Residual changes in the skin due to f-irradiation con- 
tinued toimprove. There was no gross evidence of tissue 
breakdown or of malignant change. Biopsy of radia- 
tion lesions of the skin revealed radiation change but 
no sign of pre-malignant or malignant change. In 
none of those exposed was there any sign of radiation- 
induced lens opacities, and the incidence of ocular lesions 
was no higher than in the controls. 

Radiochemical analysis of the urine in a number of 
cases revealed some activity; this was largely due to 
radioactive cerium and radioactive praseodymium, only 
slight activity being due to radioactive strontium. The 
body burden of these isotopes was estimated to be well 
below the permissible levels. 

Examination post mortem of bone specimens from 
the subject who died revealed no evidence of radiation 
which could definitely be ascribed to fall-out deposition 
in the bones. K. S. Holmes 


492. The Causes of Death from Total Body Irradiation. 
An Analysis of the Present Status after Fifteen Years of 
Study 

J. G. ALLEN, D. M. Emerson, J. J. LANDy, L. R. HEAD, 
and C. E. BASINGER. Annals of Surgery [Ann. Surg.] 146, 


322-341, Sept., 1957. 13 figs., 19 refs. 
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493. Radium Therapy of Cancer of the Eyelid. 
curiethérapie des cancers des paupiéres) 

S. Lasporpe. Journal de radiologie, d’électrologie et de 
Médecine Nucléaire [J. Radiol. Electrol.) 38, 178-182, 
March-April, 1957. 7 figs. 


A review of the radiotherapeutic treatment of primary 
malignant disease of the eyelids, together with the possible 
complications, is presented by the author from the 
Institut G.-Roussy, Paris. It is pointed out that the 
results of bad treatment may be as disastrous to the eye 
as the lesion itself. Different parts of the eye show 
differing sensitivity to irradiation. The author suggests 
that radiotherapy withaut protection of the eye should 
never be carried out nor radium used externally, but 
that radium needles specially designed from the point 
of view of both strength and length are very useful if 
used interstitially. 

Details of the method of use are given and the results 
in 407 such cases treated between 1930 and 195i are 
summarized. The disease was found to be one of 
increasing age. Histologically, the rodent ulcer is much 
the commonest lesion, and the lower lid and inner com- 
missure are the most frequent sites, the upper lid 
and outer commissure being but rarely affected. The 
most difficult region to treat is the inner canthus, and 
many of these lesions in the author’s series have been 
treated by electrocoagulation. Over the last few years 
contact x-ray therapy has been used for small mobile 
lesions. It is stated that “curiepuncture’’, that is 
the placing of 4 needles each containing 2 mg. of radium 
directly in the tumour, has resulted in cure in most cases. 

V. M. Dalley 


494. Treatment of Keloids by Local Infiltration of 
Hyaluronidase Combined with X-ray Therapy. (Tratta- 
mento dei cheloidi con infiltrazioni locali di jaluronidasi 
associate a roentgenterapia). 

R. BERGONZzINI and G. C. CaANossi. Radioterapia, radio- 
biologia e fisica medica [Radioter. Radiobiol. Fis. med.) 12, 
389-411, 1957. 8 figs., bibliography. 


The enzyme hyaluronidase hydrolyses hyaluronic acid, 
the intercellular cement, and thus promotes diffusion. 
The literature on the enzyme and on keloids and their 
treatment is briefly reviewed. The authors’ technique 
at the Radiological Institute of the University of Genoa 
is to infiltrate the keloid first with hyaluronidase in a 
strength of 150 turbidity units per ml. by means of a 
dental anaesthesia syringe, 1 ml. sufficing for a lesion 
15x1 cm. After 15 minutes the lesion (with 1 cm. 
margin) is given 200r. at 40 kV., filter 1 mm. Al, F.S.D. 
10 cm., H.V.L. 0:22 mm. Cu. This treatment is repeated 
twice a week to a total of 2,000r. per course. A second 
course is usually needed, with rather lower dosage. 
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Of 10 cases so treated, the best results were obtained 
with recent keloids and those following surgical incisions 
rather than trauma. Details are given of 4 cases. The 
experimental evidence as to whether hyaluronidase and 
x-rays have similar or opposite effects is conflicting, but 
the authors believe that they act not by simple summation, 
but in some unexplained complementary fashion. They 
consider their results to be surprisingly good. 

J. Walter 


495. Cobalt Beam Therapy in Primary Bladder Tumours: 
a Five-year Review 

S. M. Bussy. Canadian Journal of Surgery (Canad. J. 
Surg.] 1, 69-73, Oct., 1957. 1 ref. 


In this article from the University of Western Ontario, 
London, Ontario, the author reviews the results of 
cobalt (°°Co) beam therapy of cancer of the bladder 
during the period from March, 1952, to June, 1956. 
The series consisted of 88 patients, average age 64 years, 
66 being males and 22 females. Histological examina- 
tion of the tumours showed 50 to be transitional-cell, 
14 papillary, 12 squamous-cell, and 9 anaplastic carcino- 
mata, 2 adenocarcinomata, and one a rhabdomyosar- 
coma. Many of the growths were considered to have 
reached an advanced stage. 

Two techniques of applying external irradiation were 
used. (1) Palliative therapy by 2 parallel opposing fields 
(anterior and posterior) giving a mid-plane dose of 3,000 
to 4,000 r. in 3 to 4 weeks. Of 33 patients treated, 
approximately 50°% had reactions, 18 obtained relief of 
symptoms (such as haematuria, frequency, and dysuria), 
and 6 are still alive, 5 of them being tumour-free [after 
unspecified periods]. (2) Radical therapy by means of 
4 fields delivering a dose of 5,000 to 7,000 r. in 3 to 6 
weeks. Of 44 patients treated, 22 experienced reactions, 
22 obtained relief of symptoms, and 19 are alive, 12 being 
free of tumour [after unspecified periods]. During the 
last 24 years of the period radical treatment was extended 
over 6} weeks in some cases. The remaining 11 patients 
received less than 3,000 r., a dosage considered too small 
to be of significance. 

Follow-up information was derived from the replies 
to questionaries completed by the referring physicians 
and by those patients still living. [While allowance 
must presumably be made for geographical diffi- 
culties in this series, it is universally accepted that 
this is a notoriously inaccurate method of obtaining 
follow-up details.] The over-all results up to March, 
1957, are summarized as follows. 


Year No. No. No. 
Treated Treated Alive Tumour-free 
1952 12 2 1 
1953 19 4 4 
1954 20 6 2 
1955 22 6 3 
1956 15 7 7 
(Jan.—June) 
Total 88 25 17 


RADIOLOGY 


The author concludes that: (1) high dosages (5,000 to 
7,500 r.) may be given with very little serious reaction; 
(2) treatment should be extended over 4 to 6 weeks; (3) 
ulcerating and infiltrating tumours do not respond as well 
as papillary lesions, the best results being obtained with 
multiple papillary lesions; (4) persistent urinary infection 
constitutes a serious problem; (5) cobalt beam therapy 
may be a suitable alternative to cystectomy; and (6) 
surgical procedures are not complicated by previous 
irradiation. [No mention is made of the serious risk of 
precipitating necrosis by endoscopic diathermy in the 
previously irradiated bladder or the intractable haema- 
turia that is occasionally observed after radical irradia- 
tion.] 

[As this series of tumours has not been clinically staged 
(with regard to depth of infiltration) or histologically 
graded (with regard to degree of malignancy) a true 
evaluation of the results of treatment is impossible.] 

Norman Mackay 


496. Systemic Reticuloendothelial Granuloma. [in 
English] 

P. WESTLING, K. SUNDBERG, and G. SODERBERG. Acta 
radiologica [Acta radiol. (Stockh.)] Suppl. 149, 1-66, 
1957. 32 figs., 31 refs. 
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497. Technique for the Use of Carbon Dioxide in Pre- 
sacral Retroperitoneal Pneumography 

R. L. Lanpes and C. L. RANsom. Surgery, Gynecology 
and Obstetrics (Surg. Gynec. Obstet.] 105, 268-272, 
Sept., 1957. 3 figs., 6 refs. 


The authors report that the answers to an inquiry 
sent to over 1,700 urologists throughout the U.S.A. 
regarding the risks of retroperitoneal insufflation 
revealed that among approximately 12,000 patients so 
examined there were 58 deaths and 64 near-fatal acci- 
dents due to gas embolism. The inquiry also revealed 
that the number of presacral retroperitoneal pneumo- 
graphic examinations carried out during the 6 years 
since the introduction of this method was four times that 
of translumbar perirenal procedures during 35 years. 
Among patients examined by the presacral route there 
were 24 deaths and 33 near-fatal embolisms compared 
with 34 deaths and 31 near-fatal embolisms among those 
examined by the translumbar route. The use of oxygen 
or helium instead of air was no safeguard. ~ 

This survey has convinced the authors that- carbon 
dioxide is the safest agent for this procedure. However, 
preliminary experiments showed that, with the patient 
on his side, the injection of a volume of CO> two or three 
times greater than that usually employed resulted in a 


surprisingly small amount reaching the perinephric space _ 


and almost none crossed to the opposite side, most of 
the gas going into solution in the body fluids. Since the 
gas could not be introduced in the erect position. with 
the needle in the presacral space, the patient was there- 
fore placed in the knee-elbow position, a Tuohy needle 
introduced into the presacral space, and 2 polyethylene 
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tubes passed through, one on each side of the space. 
The needle was then removed and the tubes strapped to 
the skin. Thereafter the patient was placed in the erect 
position leaning forwards, with the legs over the side of 
the table, the tubes were connected to a single injecting 
syringe by a latex T-tube connexion, and pure carbon 
dioxide was injected at the rate of 100 ml. per minute 
and directed to one side or the other by alternatively 
clamping off one or other of the limbs of the T-tube. 
With the injection of 500 to 1,000 ml. of CO2 on each 
side very adequate perirenal and adrenal accumulation 
of gas was obtained. The best time to obtain films was 
about 5 to 10 minutes after completing the insufflation. 
John H. L. Conway-Hughes 


498. The Angled Postero-anterior Projection of the 
Stomach. An Attempt at Better Visualization of the High 
Transverse Stomach 
S. S. Gorpon. Radiology [Radiology| 69, 393-397, 
Sept., 1957. 4 figs. 


The fluoroscopic examination of a high transverse 
stomach may be very difficult owing to the overlapping 
of its various parts and its situation under the costal 
margin where palpation is impossible. Writing from 
the Veterans Administration Hospital, Minneapolis, the 
author describes a special angled projection for use in 
this type of case. The patient lies face downwards on 
the Bucky table and a 17 x 14-inch (43 x 36-cm.) cassette 
is placed in the Bucky tray, its upper edge level with the 
chin. The tube is centred to the cassette with about 45 
degrees of tilt towards the head. The average exposure 
factors are 100 kV., 200 mA., and 0-6 second. 


Vertical Plane 


Bucky Shitt — \ 


The author does not claim to have encountered many 
instances“in which this projection has provided the only 
evidence of disease, although he cites a good example of 
an antral ulcer which had been missed at 2 previous 
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examinations. The procedure is of value in demon- 
strating the anatomical extent of carcinomata visible on 
the screen, and two good examples are reproduced. 

D. E. Fletcher 


499. The Safety of Intravascular Carbon Dioxide and 
Its use for Roentgenologic Visualization of Intracardiac 
Structures 

T. M. Durant, H. M. STAUFFER, M. J. OPPENHEIMER, 
and R. E. Paut. Annals of Internal Medicine [Ann. 
intern. Med.] 47, 191-201, Aug., 1957. 4 figs., 8 refs. 


The authors point out the danger of embolism when 
air or oxygen is injected into the body tissues or cavities 
for diagnostic purposes, adding that this is especially 
liable to occur in performing perirenal insufflation and 
that the substitution of the presacral technique has not 
obviated the danger. They believe that the answer lies 
in the utilization of carbon dioxide instead of air or 
oxygen, since it is twenty times as soluble as these gases in 
serum and may be used safely intravenously for the 
visualization of intracardiac structures. 

In the experiments here reported from Temple Univer- 
sity School of Medicine, Philadelphia, they have shown 
that very large amounts of carbon dioxide (7-5 ml. per 
kg. body weight) can be injected into the systemic veins of 
dogs without harmful effects. There was, of course, an 
associated brief hyperpnoea, but the maximum blood 
concentration of CO was reached in from 15 to 30 
seconds and the return to normal! was complete within 
oneto2 minutes. The right ventricular diastolic pressure 
did not rise significantly in the lateral positions and only 
for about 15 seconds in the supine position. In all posi- 
tions there was a rise in right ventricular systolic pressure 
of moderate degree lasting for some 3 to 5 minutes. A 
mild systemic arterial hypotension was an accompani- 
ment of these changes. 

The authors point out that the doses given in these 
experiments were greatly in excess of the amount neces- 
sary to visualize the right ventricular outflow tract, for 
which only 2 ml. per kg. is necessary. Injection of large 
amounts of carbon dioxide directly into the left ventricle 
of dogs was extremely well tolerated. Further studies 
showed that pericardial effusions could be demonstrated 
in the experimental animal. By means of an image 
intensifier.and a cine camera combined with injection of 
CO> into the systemic veins the inferior vena cava, the 
right auricle and ventricle, and the movements of the 
pulmonary valve have also been readily demonstrated, 
while by direct injection into the left ventricle visualiza- 
tion of the cavity of the ventricle, the outflow tract, and 
the movements of the aortic leaflets has been possible. 
The first experiments on human subjects were carried 
out on 2 anencephalic infants, using an injection of 5 
ml. per kg. body weight. These injections appeared to 
be well tolerated in the supine position. In experiments 
on adults, which have so far been confined to cases in 
which there was no known septal defect, doses of 0-5 to 
2 ml. per kg. have been used, while in the examination 
of adults for signs of pericardial disease 50 ml. of CO2 
has been injected intravenously without apparent harm. 
It is stressed that the carbon dioxide used must be pure 
and not the so-called “‘ hospital carbon dioxide ”, which 
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contains oxygen. The presence of pulmonary emphy- 
sema or fibrosis is regarded as an absolute contra- 
indication, since in such cases the excretory mechanism 


for carbon dioxide is impaired. 
John H. L. Conway-Hughes 


500. Operative Cholangiography 


T. CASTBERG and E. MOSEKILDE. 
Bulletin [Dan. med. Bull.) 4, 113-120, July, 1957. 
30 refs. 


Operative cholangiography has been used routinely in 
493 cases of biliary-tract surgery in 486 patients. The 
technique and equipment are described. It is empha- 
sized that it is important to use only a small amount of 
contrast medium. ° 

In 9 cases, cholangiography was either not performed 
or unsuccessful. In 121 cases, operative cholangio- 
graphy had to be repeated in order to obtain satisfactory 
visualization. Of 120 cases with biliary stones, these 
were demonstrated by cholangiography in 111; stones 
were revealed prior to cholangiography in 9 cases. The 
frequency of stones in the common and hepatic ducts 
(average 24°%) increased with the age of the patients and 
the duration of disease. Stones were found in two- 
_ thirds of the cases with definitely dilated common duct 
(i.e. exceeding 10 mm. in diameter), in one-eighth of the 
cases with doubtfully dilated common duct (5 to 10 mm.) 
and only in one case with normal common duct (less 
than 5 mm.). Stones were left behind in the common 
duct in 9 cases (1:89%). Unexpected stones were revealed 
in 15 cases (3%). 

Owing to operative cholangiography, choledochotomy 
was avoided in 73 cases (16%). Misleading cholangio- 
grams gave rise to unnecessary choledochotomy in 12 
cases (2°6°%%). The total frequency of choledochotomies 
was 39%. Filling defects in the contrast medium which 
were not due to stones (“ false stones *”) were observed 
in 26 cases, but only in 7 of these cases was the choledocho- 
tomy performed directly referable to these observations. 
Postoperative cholangiography was performed in all 
cases but 10 in which the T tube slipped out and in 
another 10 cases for other reasons, including 6 deaths. 
It is believed that operative cholangiography did not 
give rise to any complications. 

In our department choledochotomy is considered 
indicated only if stones are demonstrated by cholangio- 
graphy, or if the common duct is dilated to more than 
10 mm. in diameter.—[Authors’ summary.] 


Danish Medical 
1 fig., 


501. Roentgen Manifestations of Congenital Agamma- 
globulinemia 

A. R. MARGuLIs, S. B. FemnserG, R. G. Lester, and 
R. A. Goop. Radiology [Radiology] 69, 354-359, 
Sept., 1957. 4 figs., 14 refs. 


The clinical, diagnostic, and immunologic aspects of 
congenital agammaglobulinemia are described and 
several forms of the disease are discussed. Roentgen 
features of potential diagnostic importance observed 
among 7 male children included extensive pulmonary 
parenchymal disease with paradoxical absence of hilar 
node enlargement, striking deficiency of nasopharyngeal 
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lymphoid tissue in spite of recurrent upper respiratory 
tract infection, and frequent sinusitis. These observa- 
tions hold only for patients with congenital agamma- 
globulinemia. In those with the acquired disease, an 
obverse situation often obtains. The patients may have 
extensive hypertrophy of the lymphatic tissue, even 
associated with granulomatous tissue, thus decreasing the 
value of roentgenography for early recognition of the 
disease.—[Authors’ summary.] 


502. Roentgenographic Patterns in Histoplasmosis 

S. M. BRONSON and J. ScHwaRz. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 
76, 173-194, Aug., 1957. 13 figs., 42 refs. 


It is now recognized that histoplasmosis may be 
benign and asymptomatic and is by no means invariably 
fatal. In this systemic fungus disease granulomatous 
deposits occur in the lymph nodes, spleen, liver, and 
lungs. It is endemic in type and most reports have 
come from the Mississippi valley. 

Writing from the University of Cincinnati College of 
Medicine, Ohio, the authors present a classification of 
the radiological appearances in this condition, based on 
28 cases selected from their material in most of which 
the diagnosis was either proved or strongly presumptive, 
but 2 not definitely confirmed cases were included to allow 
of consideration of the several subclinical forms of the 
disease. The main divisions of their proposed classifica- 
tion are as follows. (1) Arrested or healing (with calcifi- 
cation). In this stage calcified foci are observed in the 
lungs and these may be solitary or multiple and are often 
accompanied by hilar-node calcification. Radiologically, 
the appearance cannot be differentiated from old tuber- 
culous foci. Multiple splenic calcifications, possibly 
, without lung involvement, also occur. Such lesions 
may be observed at any age. (2) A benign active type. 
In this type areas of peripheral lung infiltration with 
constant hilar lymphadenopathy are seen; these change 
slowly but ultimately resolve, with regression of the 
lymph-node enlargement. In some cases the authors ob- 
served that calcification had developed in both sites; this 
may take up to 6 years. A segmental type of involvement 
may simulate bacterial pneumonia but, in contrast to 
that condition, resolution is unusually slow. Peripheral 
lesions may also be seen in such cases. On occasion, 
lymphadenopathy alone is noted. This type affects 
~mainly children and young adults. (3) The acute dis- 
seminated type. Here confluent miliary deposits are 
demonstrated in both lungs, representing granulomatous 
deposits; these tend to vary in size and some may be 
quite large. Pleural effusions are sometimes associated, 
but are never gross. Of the 8 cases in this group, 7 
occurred in children and 7 were fatal; in each of these 
fatal cases hepatosplenomegaly was a feature, and in 2 
was the only radiological finding, the lungs being spared. 
(4) The chronic progressive type. This was seen in 6 
patients, 5 of whom were males and all were over 56 years 
of age. In 4 cases there were large areas of fibrosis in 
the upper lobe with all its sequelae and often with exten- 
.Sive cavitation. In the other 2 cases “‘ coin” lesions 
were found in which central calcification was an important 
diagnostic feature. R. O. Murray 
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